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(57)Abstract 

PROBLEM TO BE SOLVED: To obtain the subject inhibitor that is 
useful for treatment and/or prevention of diabetic complication, 
atherosclerosis and senile cataract. 

SOLUTION: This inhibitor is obtained by using, as an active 
ingredient, a novel compound represented by formula I [R1 is H, an 
alkoxycarbonylalkyl, (substituted) phenyl; R2 is amino, (substituted) 
phenylsulfonylamino, -N=R4 (R4 is alkilydene); R3 is H, an alkyl, a 
phenylalkoxyalkyl; X is -S-, -N(R10)- (RIO is H. an 
alkoxycarbonylalkyl); ... is a single or double bond; A is C-R11 (R11 
is alkyl, alkoxycarbonylalkyl), carbonyl] or its salt, typically 2- 



- 1- - .11 . ■ n 

H'H 



R? 



I. . ; 111 



-KH^-.CH - COO r}} 



isopropylidenehydrazino-5-(N-phenylcarbamoylmethyl)thia2olidin-4-one or its salt The compound of formula I is 
prepared, for example, by reaction of a compound of formula II or its acid adduct with a compound of formula III or 
its acid adduct (R13 is a 1-6C alkyl) in a solvent (methanol) at room temperature for 1-24 hours. 
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-^f^f^yy^K 3- (2-=t^^^"> 

;K 4- (3-/nt>ft) -^/vvW 2- (2-.* 
^vU^^^W) ^^/K 3- (3-^^7i 
-/u) h e /U, 4- (4 ^A,*?*-? ^) ^ 
/K 5- (4 ^A^^^n A) ^V^vK 6- 10 

2 - (2 -^f^f^7i^;V) ni^K 2-/^ 
/b— 3 - (4-^^/1-^^-^^-^) ^ u 2- 
(4-^^f-*7x--/U) 2, 5-v> (4 

/K 2- <2, 4-^^^/^^^-^) 2 

- (2, — 4 - 
(3 ? . 5 -v^^ AO ;/?vK 5- (3, 

4 _ — AO -"^^K 6- {3, 5- 

^^^^^"7 ol==~/v) ^*>vK 2, 4, 20 
Ce-^^^/^a-") -^VvvK 2- (2, 4, 6 - K 
!) *L^;l>) ^^/K 3- (3, 4, 5-h 

J^f^W*^) ;/a#^g^:7:x^A^jL 

^ =/H6»7 /u* A-S S: W^tr* 30 
[0 0 3 8] UtttLt^n^Bf, 7kS£3£. = h 

,1^ 3 — ^a^p"? -c-/K 4 -7^^-^ 7^-— 2 
-^dp y ^=z-)V, 3 — E7^^-/l- % 4 - ^ n u y 
^ -/K 4->^^:7^--A. 4-3-K7x^/K 
2, 3-f/^PM7i T -/K 2, 4 ~ -x^/l^n 7 
/K 2, S-v^n-^^^r^K 2, 6 uuy^ 
=/K 3, 4-^7^P7^;K 3, 5 S/^nn 40 
^oc^/K 2, 3, 5-M)7/^d7x-/K 3, 
4? 5 _ ^ \) $ a n /K 

/U N 3-t Kp= s tv / 7x^/K 4-CKD^rv'7x- 
/W 2, 5-vt KP^r*>7x^K 2, 3-v^tKn 
^i/^-A^ 2, 4, s-KytKo^^x^k 
2-nFD7x^/K 3 ho7x^/K 4-~bcr 
2, 3-^hD7x^K 2 t 4, 5-h 

4 — ^ f^7x^/l-, 3 — .X^A^^^A^ . 
4 -xf/l/7x^W 4-/nt>7x^/i-, 4 --O 50 
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fyU7xr-/l, 4 4 - — *isA> 7 3: -/K 4-7 r f^7x 
4-0/at>7i^K 4-t ert-^^ 
/U7X.-/K 2, 3 - f^7i^/Us 2, 4 - 
^/U7 3i = /K 2, S - is *3-A'7 2, 6-i? 

/f/U7x^/K 3, 4-Zs**2-fr'7=.~/l>* 3, 5- 
•/if;i/7* = /K 2, 3, 5 - h!i^^7x-;U % 
3, 4, 5 - Ml ^/l,7 T ^/P, 2-^b^'isy^^ 
/K 3-7* 4-^b* J >7x^ 3 

-oc v^mr^/K 4 h=^->:7:x — /K 
7K^v^7^-"/U s 4-^y^^y7x-';K 4-^ 
h^r y^^-A^. 4-ter t-y ^->7 3t-/K 4 
■--<yf/i/^^y7x.-;K 4 -^^y^t^r i/y 

2, h^rv^^ — A', 2, 4-'yxh^y 

= 2, S-v^^A-^^-'K 2, 
^vyxn;!/, 3, 4 -v*;* h^V7x^-/K 3, 5 — 
iszt Ky7xr_/K 2, 3, 5- h!J ;* h=*v^7=* = 
/K 3V 4, Ky7xr,;K 2-^A^- 

^-^x.n/U, 3 -zn-^/U^J-^^-A. 4 -7^ e*A^- 
^■7x.--/W 4--^^U1f^^^-/K 4-^>^A^- 
^^./K 4-^y/^^7x^/K 2, 3-^ 
^/W^^-^3L--yl', 2, 4 -^^^^-^-7^-^. 
3, 4 - is^^/^^ry^^ 3, 4, b-hy>^- 

10 0 3 9] ft»7/^/^^7S;Stim 

7 P Dt^r-/i,7^A !/^7 5/, 4 U?*?*) A*? 
^J. & / << A*? 5. / * t e r t frTfi— 

[0 0 4 0] 7x--/Ui±iCt^St LT/-py>K 

bltfti?) f 5 ^ <!: ^>fo5 7 x - ^^7 
^/S^LTii, 7^^;^* = /^^, 2 7A- 
^D7x--W/^-^7;;v 3-7Ata7x^ 
^/U^^yl^T S: / . 4 -7;^P7x^/^/^-^7 
^ y\ 2 - ^ n d 7 x-zi'^/i'^^/1'7 ^ / N 3 - ^ ^ 
D7x."^^/P^^/i>7^/ > 4 - ^ n a^jci^/U^/U 
^/17;/, 4 — ^n^7 3i^/^-/^3t;^ ^ / , 
4 _ 3 _ K7xr-/M/^^/V7 ^ y % 2-t Kn^riX 
7x^/WX/i/;t^/U7^y, 3-t Kp^^x^X 
^Tfc-zi'T ^ 4-1: Kn^v-^^i-/^^^^— 
^ / ^ 2-7;/7x^7/^^7;/, 3 — T ^ 
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/ ^ 4 —-r-^^yUT- ^ / ^7 ;n - yU^/t-y^^/UT ^ / x 2 

— ;/"7 y < J ~y ^;u^jis7fc^;isT "< / . 3 
[004 1] filST/t^yr^St 

yfy, /nt'yfy, ^y/pfcify, ^y 

[0 0'4 2] ftl •/ iJ' d 7 1 - 2 itf 

1 p/f/Hf iif>, 3— v'^n^^ 

/i/y^u fc'y-rV* 4 - isir D^i//uyf !Jr 1, 
1 - is J ^/U— 2 a ^-y=T;U^^- D 5 — 

- 2 «*t5ff*ft i - 6 oK«rci*#«rttT y f 

^ ^ y "r^m^mmgt 3* sots* ut^* v 
[0 0 4 4] iP-y^^^mr/^]) 7*>&£ Lxn, 

2, 2-is^=^^/U^V'r>. 1, 

^■y^>. 3, 3 y7xr.;^atlr>\ 4, 4 30 
i/7x^/^f yr>, 5, 5 - i?7i=^f-!lf 
>\ 6, 6 - x^^^rV !i r >Sf £07/^ U r 

> £ -C £ is 7 =■ / ^ T ^ y V £ 08 ^ t?# 5 o 
1004 5] ^^-/^fijRTyi^y^vffii: U"C{^ 

>v?y-^>\ 2 -7i^/»/3Lf y 1-7^^./^ 

^y^V. 3 -^m^/l^c? t°y >\ 4 - 7x^7' 

^-/p^d try ^yif^T/^ y ^v^oi^i^ 
i — 6 <D&mxnft&#t<7>T si-* y fvst^5 7xr: 

10 0 4 6] WBCTfr'r-fl'Zkk LTi±, .fcT^/K 7!J 

[004 7] 7x^/HSS7^^^^M7/u^^Si: 
ITI^^^^^^K 2 --y^^/uni h^ry 

1 -7x-/^ h^rv^^/K 3-^3i^/^ 50 
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ojK^v^^vK 4-7i-/V7h*->^f/K 1, 1 

— is* 3 ?Ji>— 2-7.31--^^ 3r W f"^x 5 - -7^^ 
/U^V^/Uyf ^->y ^VK 6 — "7 x-^ ! ¥v'/^^ V 
tf-fc^ 2 --0>vu>r^ >:x7vk 3 -^>">'/l'^-^ 
'>yo tVb, 4 — ^Vi/v^^rv':/^*'^ 1, 1 - s ^ 
^jV- 2-^>> ? A?i-= 3 r~>^^vK 5 -^yy^^rV 

6 - ^'^ ^/I'.l'^ ->^^ i^U, 2 - y ^-/U — 

;H?ife57T r. ^ 7 ^ p V 7 ^ S^r 5 U 

[0 0 4 8] *RS* 4 - i: 5 7 * ^-/Ht t U 
"Chi, 2-tKD^r->7x-/K 3-t KP^y7x^ 
>K 4-fc K»^->7=c~/^£SriM*'(?#£o 

[0 0 4 9] a^JR-fRtfttStW-T-^eftStfJ^OStt 
Jvfc ^ n j©^^ 1 - 2 f@^i-^> 5fttt<tt'6 

tt^ 2 - t°y vr-/i-^f;l/, 4 

- k'^^/M f/K 2— O - tfy^--^) -^f /K 

3- (3 t c y v^/M /ptVK 4- 

a) 5- (s-e^yix^/u) ^>?vk 6- 

(3-K^!)yr-/H ^^^/l-. 1 - ^ ^yl— 2 - (3 

-tryv?.^^) ^otr/i-, 2 - 1 Kp^fv/- 3 » e^y v? 

4- t Kn^y-3-t*y S^wy^vK 
6 - t K"^'> - 3 - tf y 2 -^t -/l" 

3 -fxr-/Mf/K 2- (2-^-^—^) ^ 
3- ( 2 --^^i^/l/) tVP, 4- (2-^^ 
^/u) ^-f-yu v 5 (2 ^^--/b) -'>^/K 6- 

dlz^/Is) ztv 3-t Ko^ry-2-fx^f 

/K 5-t KD^y-2-fi-/Mf/K 1— ^ 

/y/Mf/K 2-^-;^/y/Mf/K 4--<^/ 

y/^y^/K 5 - -< x #V-y /w^^/K 2- 
try*})*,) rc^-yu, 3- (4--T^^V r yM ^ci fcT 
A. 4 - (4-^^^^/y/^) y^/V. 5- (4 ^ 
y:/y;u) ^yf^, 6- (4-^iy i /y^) 

2-t Fu^-y-4-^^/y/Mf^ l-'f^W 

y/i-y^/i- x 3-^yKy/Mf/K 2- (3--r>F 

y/u) jx.^-/u x 3- (3--f^Ky^) ^ofcVK 4- 

(3-^f^Ky^) ^^/u, s- (-s-^v-Ky^) 

>^A. 6- (3--f>Ky/^) ^^v-A. 4-tKa 

y Ky/Mf/K 6-t Kp^'>-3-^vKy/Mf 
/K 2-t*D!)/Mf/K S-t'^^y/i-^^/K 2- 
t*y $ v^^/Upf -^/^. 2 — tT9v*=- Arf-f-JV^ 

/y;V^f;K 2-=^;y/Mf/K 2--<>> r ^5:y 
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r^*/HB»* s «*a i - 6 <oH«ixii»tt«^r^^ 
10 0 5 0) fiar/^^ltim x 

^^/i^^l/^ ^x^vp^^-u:^ ^h^^L^. 

[0 0 5 1 ] T7*:=./M&»T/l'*/l'S±: UTfi, ^^i/ 
2 - "7 -r^/l^^/K 1 -^-r^/V^^vK 3 - V 

10 0 5 2] ^u^MS&T/MrA-Si: L"Cli> 

:x^K 3-^^yyn t e ;K 4 -#/t^* ~>"7^ 
i, 1 -v^ ^/t-- 2 — ^/^sK^v^^'K 5 

[0 0 5 3 J lSg->^Dr/i^/i'l.!: LTtt* ^?v~f 
[0 0 5 4 J fia7^3*'>^^*-^Si: tttt. * 

1 - 6 Ol«*Xli»ft«tt^7/U3 

>vU;#-*v\ 2 -^^--/^ h^v-. 3 -7* = /uy a 
^/t^-^^ 2-^^/^-3-> r ^^^^a7}f^rv'S 
[ 0 0 5 61 ^nyy«i7/^^I^: tttt, ^ a 

oaxf/K 2 -yci/U^^/i^. 2 — ^/V^nm^/K 

lf 2-v?^Poxf;K 2, 2 - y7/^oxf;K 50 
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» 1 - 6 OiEattXW^fta*^^^* 3 y><b7/^/uS 
10 0 5 7] Ift^/K^V^^'Vl^tTii, >^ 

v'S^^K^^ci — 3^T^^i/>v ? ^-^r'>S^r^J^"C* 
10 0 5 8] {g^S> tM&Sx — N 

T/^/vft, 6-t Kd^*>-2, 5, 7, 8™fh7 
^ ^-/l.- 2-^n-^-^-^ T-frJT* v'SXt* 6 - 
TfrXJ 4>i*?t-*i/- 2, 5, 7, S-^h^^f-^- 
2 - ^ o-^-/u-^^-/u^^r->S^>??iSf^ix5S?: 1 ~ 

2- 7^d7i.-;K 3 -^/l^u 7x-' ;K 4 - 7 
/Upfcr "7 3: --/K 2 - ^ P P :7:x-^/K 3— ^P07i 
-/W 4 — ? n n ~? .r/K 4 — :/ n ^7 /K 4 — 

3— K^^--/U. 2, 3-v^pp7x^^, 2, 4 - 
i?7/^D7i.-^ 2, 5-^P^7x^/K 2, 
6 a D73ir-/K 3, 4 y7/Wtn 

3, 5 — v' ^ p o 7 x ^ /t' ^ 2, 3, 5-hl?^^^"^ 
7x'/K 3, 4, 5-h5^P07j--;K 2-tK 
u r^-C/^^n/K 3-t Ka^^^x^/K 4 - t: Kn 
^■>7x--i/K 2- (2-tFo ;J ry) — 3- 

(3-t Ko# f ^) 7x^/K 4- (4-t t'p^y) . 

5- (4-tKa^/) 7zn^/K 6- (3 
-tKo^l 7x^/K 1, l™^y^/L--2- (2 
-tF^i/) 7x^/K 2-^/L—3- (4-tK 
o^-i/) 7xr_/U N 2- (-4 - t Kn=*vO 
2 r KnJr->7x^/K 2, S-i^tKP^ 

7x--;U, ^- f 4 -v?t Ko^rv) ^ac^/t- v 2 
- (2 f 6-yt Kp^ry) ^aL^^, 3- (3, 4- 
v?tKn^y) v^--/u. 4- (3, b-yt Kp^t 
-7^ 5- (3, 4 -^t Ka^y) "7^- 
/K 6- (3, 5-yt Kn^y) 2, 4, 

K°^y7xx/K 2- (2-, 4, 6-MJ 
tF0^fy)' 7x.-/K 3- (3, 4 r S-hUKn 
^ v-) -7;r:--/K 2-r-FP7i^/K 3--hn7x 
-/I., 4-^hD7x-/K 2- (2--' Fp) "7^ — 
/K 3- 4- (4-xFp) 

>>:n~/K 5- (4--- h0) V^^/U. 6- (3 

ha) l f 1 ^/U- 2 - (2-^h 

n) 2-^^/1^-3- (4-xhP) ^m — 
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/K 2- (4 -~ h*) 7^yK 2, S-v^h*^ 
oc^/K 2, 3 h*7a::^yK 2- (2, 4 - ^ 
^l>n) 7^--yK 2- (.2, 6-^ ho) 7;c~ 
/K 3 (3, 4 7^--'K 4- (3, 5 

.^hn) 7^-yK 5- (3, 7:x 
^yK 6- (3, 7^^yK 2, 4, 5 

„ F y-^n7T^ ( 2- (?, 4, 
u) 7^yK 3- (3, 4, 5-hy---ho) 7*-^ 
yK 2-^^-^7*--/W 3->^^7 3i.^/K 4-^ 
^U7x^/k 3 _rc?vU7^yK , 4-^/1.7* 10 

7" a fcryV7j.~/K 4 - t. e r t -^^-^^^--/K 
2, 3 - ^f/W7x = /K 2, 4- ^^^^^ — 
/U * 2> 5 _^^-yU7^7K 2* 6-y>^7* 
^yK 3, 4-^^^^^-/^ 3, S-S^^v^ 

^yK 2, 3, 3 * 4 ' g 

2- / h^v^m^yK 3-^ 

h*i/7^yK 4-^ h^vO^^K 3-^K^v^ 
7^^yK 4 -3i yK 4 -^u^^vf^ 20 

— /K 4 --f y^DTK^-v-^^-^, 4 -^h^r^^^ 

4- t e r t-:/h*5^=*=^K 4 

7^-/K 4 -^^y/l^7x^/K 2, 3^-^ 
7 m — /K 2, 4--i*^ h^v'^-'K 2, 
f/i,7x^^, 2, h^v^i^/K 3, 4- 

2, 3, h^'>7xr-/K 3, 4, S-b!) 

J h=*->7=c— 2-^^/V-^pf7^--yV, 3-^^ 

;uf^7x^A-, 4 -^^/l^^-^^-z^. 4 30 
i>/l<^-7^-/K 2, 3 -^^yl^^m-yK 

7^-yK 2, 4, e-hy/f^^"^^--^ 2 ~ 

yUzK* >7;i-^yK 2, 3 ^;Hi?^v'7i-/K 

3 4 -i/^/l^K^v'T'^^/K 2, 4-i/^/^^^r^ 

7^^yK 2 -7< h^^/^-^7x^/K 3-7* h 

+ ^#/t/#:=vi'7:x:-=./K 4-> t I'* v'*^5if— 

— yK 2 - ^ ]^y^^^^7x^A, 3-^h^'> 

^yP7}~:^7^7^^7W x 4- xKv'^/^^7^- 40 

^/u^^/i'sK-z^ai— /K 4-^n/K^'>^/V7j? 
^/l.7^n/K 4 - t. e r t h * is*^-*? ^ 
-/K 4 -^^^rv-yl^^^iy^/^^— /Wst^/K 3, 4 

^/^-;U7x^/K 2, 3->^ h*$/#/^^7 

i_/l/7x^K 3, 4 - i/^- h*'> j3^rf—' v '7ix-^. 
/K 2, 4 — v^rc K^ix^7/U7jf^./U7m— yi^, 2, 3 — 
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-t-yK 3 -Xyy/^^ry7x^/K 4 -^<>v/^ 
3->7^--yK 2. 4 -^>^7x-/K 4, 6- 
^-^>vvb7^~/K 4- (2-7^/1^ h=*v-> 7 
^ -/K 4- (3 -7:r ^.^7 P a^^r^) 7 nr 4 
_ (4-7x^7 / l^'» 7ai^/K 4- (5-7x 
-jV^^^/lsJr^-i/) 7x^/K 4- (6-7^~yi"~- 
7;c^/K 2, 3 U>^^r'>7 
3, 4 f l/y^**>7ai^ /K 2, 3- 
^^uv^^v^;* — /K 3, 4-xf l/y^'V 
7x - /U, 2, 3 - 7"a tfUVv^^v^^i — 7K 3, 
4 ---^a fc w lx 7 2 - ^A** y / *7 

- /K 3 _^ *J J 7.xr-/K 4 -^1)^71- 

/K 2-^bo>^7x-;K 3-y°^^^7x 
4 _3-|,vf-/U7x^, 2-7y^n^^u 

^f/U7x^/K 3 - v^y'l^cx ^ f;l/7x-'/L', 3- 
hy ^ua^/i^^^yK 3- M)7;vd"o^f^7 
^nyK 4 - Fy7/^nyf;l'7x^/K 4- (1, 
2-^^DDxf;U) 7 m — yK 2- (3 -7yl^-ni7* 
oe'yu) 7x.-/K 3- ( 4 - ^ D 0 7^' u > 7*~ 
7K 4- ( 5 — ^ D o^y^) 7m^7K 4- (6 — 
^o-^-^^v-yi-) 7x^/K 2- (2-^ d u^^yW) 
_ 4 _^y P ^^f;U7i-;K 2, 3, 4-hI> 
OD^/V) 7^--/K 2-^/^^f^7x-- 
yK y -jlfrif^^t f/U7x^;K 4.-*^# d E L *>^ 
f/V7xr-^, 3, ^ 7 ^- 
/U% 4- (2-^/^^^^) ^^-^^ 3- (4 
-^7/l-^^- ; >7^-7'-/L') 7zc^/U K 4- (6-#/l-#^'> 
— ^rWv) 7^-yb, 2 - / h *>^^^ri =?fV~7 
3i-yV s 3 -t< ^t-7rr — yU, 4 - 

y h^'>^yV#^/Uj<^/^73i^K 2, 6 - (>* h 
ar->^yW^--yV^ ^-yU) 7^i=.yU, 4-^h^">^/^^ 
r_/Mf^7x^/K 3 -7>^v^^/^^-^^^^^ 
-c: - /U x 4- (4 -Jc h^r->^7/U#-^ yU^^y^-) 7x^ 
;K 3~ (6 ^v'yt^^^^A^--y^ ^v*A') 7 
3- (6-fcKn^v--2, 5, 7, 8-7" h 
7^WP-7y^2-'f^) ^ h^r^s^ 4- 
(6 fc Ka*^ 2, 5, 7, .8 7^7^^* 
-7> - 2 - -f /lO ^ h^ri/7ai^yu x 3- (e-^cifc: 0 
^-^ylpd-V^- 2, 5, 7, 8 l>7^f/^^^V 
_ 2 -^yu) ^ h^->7^^yK 4- (6-—**/^ 
y^Jr^>-2 t 5, 7, 8 h 7 ^ a^r^- 2 

-^fyi-) ^ h^^"7 xn/K 4- (6-Tirh^v-- 
2, 5, 7, 8— r h7^ ptV- 2->fA') > 

K^i/7m-yU', 2-^yU^V-4 -/f-Ar?*- — 
3-^7/^^^^-6-^^7U7rc— yK 4-^7yL-^ 

6-^^yi-7ac^yP, 2 -^yi'Ttf^-v'- 4 
/U7^^7^, 2-*/^*=^ 4-^ yu, 3 

-^/^^rv'- 6-/n^7x-/K 4 -^/^^ri/- 
7x — yv-, 2 — 4 —7^0^:7^ 
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h^v^/l^—/! — 5 — /K 
:7^--/K 2-#^R*->- 3 - - 4 - ^/l' 

>/*'/K 2-2M"tf*f-4 -y^/u-fi- * 

yg, i~3fi^' N ey>ffi^&#^ oT ' u 

=l/UT/^^&^ 6 — t Kci^F-v'— Z, 5, 7, 8-v- 
^ ^ ^/u- 2 - ^ u -v^/U-- / >'S2ai , tJ t T/i' 

-yitfeS 6 - 7/^/^/^->- 2 t 5, 7, B- 

[00 5 9] ffiliKl^ ttSffDR^StfBtK^*^** 
»± iJStfix/t^^ crJS^S: 1 — 2e.*fi*5 5ftt> t< 30 

-;u^f;u, 2- (3-t"y ^--/U) m^/K 3- (3 

/K 5_ -(s-try ^--i/v) -->^/k 6 <3 -try 

-^*->/K (3-t°y^-- 

3 _ ( 2 -^-m^/U) 4- (2-^^ — 

/U) y^/V, 5- (2 f ^V^'K 6- (2 40 

-^zt~/h>) -^>/K 1-^^-2- (2-^ = 

y/^^/K a- 4 ^yyv a^'tvk s-'fs^vy 
/i^^/k 2- (i->r^^^y^) ^f^K 3- (4 
-^^;^/y/v) yctvk 4- 

:/^/K 5- (4-^5^/?^) -^^K 6- (4 

* y ^) t^K t^k 2 t° y 

/U*?vK 2-7j^f/K 2- 50 
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(2-7'J;U) :x.^vK 3- (3-7y/b) tVK 
4- (2-^y^) -fl-**. 5- (3-7^) 
, K 6 ._. (2-7'J^) ^*'>/uI9^7/u*^a^ 

[00 6 01 ^ny>^^^t5I^^^7x-;i/ 

y slzz./u^^T. 4 - 9 & u 7 2-/d^7 

nun/L ^yf. 4 - 7 ji=i/U^;*\ 4-3-f'7 

[0 0 6 1] 7i-/i/7^W*SHtlt 'Oi? 
2 - 7 j.=-^:r-^^3i\ 1 -:7:x^/^^ : fv^' 
^f . :; $ % 3_7x-'/U7 p d tVPf^ A--7 ^z^^-f^-fV 
lt i 2 -^m^/^-Tv^^* 5 

XIJ^^7/^^St'fc§7x--/U7/^/WI 

[00 6 2) ^ny>ffi?-S: 1 -3fi#-^Sw£<?#>5 
^y'/-f^7;/I>Ltlt ^^^7^A 2- 

^ y v 4 -7;^d-<V^^^7 ^ 2 - ^ d u-<V 
y^/p 3-'7n u -< W-T ^ / . 4-^Li 

0^yyOi^7;A 4 -yo^y^^T ^ 4 

K-<V^ Y^T * 2 ( 
;U7 ^ / ^ 3 t 4-v J ^pn^y/^/u7^, 2 t 4 
-i/^DD^>/-fyv7;7, 3, 4, 

[0 0 6 3] 7x-^J:tCl^S>Lt^Dy>g 
v'SaufteST/i^/i^Jf-SA^Sf^SS* l — 3|H 

^^rr_/U > 2 --7/U^t2-7^^;U, 3-^^^cz^^- 
7U N 4 2-^o7x-/K 3- 
^an^7^i'/l^ 4-^Pf7zr/K 4 --fn^-y^ 

4-3-K7xr-/K 2, 3-^PP7x- 
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— R 



it 



3 



50 



[0 1 3 0] CSGf R M . R 3 > R 1 1 
(dp] Co =X ' r4=SXtt=NH£*W\ 

(9) ofb-B-^vb-Jl^ (10) <n\^mt<ni^ 

(2) hVc%*h (3) ircOS^Tfflv^^t^flft^J?:^" 

ttfflt?#. ±CE«xa5«;- i «w*5*t*fls^« (2) £ 



(19) 
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(9) CO{K&®) (10) 
Jb, »SL<«l~3flff i F-/W«««ffl - i"*^* t J :, ' v " -t 

i o o-csK-csiS^igff u 1 ~ 2 4 B»RiaA 

10 13 1] KJ518S- 8 
[0 13 2] 

lft3 2] 10 



Li 

rf 



(CH, > p-N N- 

H-N 

H 

(11) 



1' 

R -Y 
CI 2) 



(CHj ) p 



rt 
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H* N-C-NH-R 3 + R 2, -NH-CH ? -GOOR 13 
2 II 1 



N N — R 

V 

H~N 20 
H 

CI o 

[0 13 3] (SC^R' »t/Ytt«WE(ciai:. tt* 
-To 3 30 

(11) <Dfls^*iHft5fc (12) ote^**<b*ffl« 
14. 5°CSS. »tt<«-70 3 

[0 13 4] 
[0 1 3 5 J 
[ft3 3j 



NH 
(1 3> 



R* 3 -N NH 



Y 
CI 0) 



CI 4) 



R J? -N N — R 

v , 

N-R J 
CI 7) 



rf 



N — R 
CIS) 



2 



rf 

(CHi ) N N-R 

■ 1 f V 



CCH. ) , — N NH 

I V ] " • V 
o> j*" N </ 

<ll-a) 



Ul-b) 



|0 1 36] 13M»R* » R'\ YXl/plifoE 

— jsac (i 3) <r>K&mt— (i4) rofc^sio 

Efctt, Hfr!5JblERlEfeXfe3A:-HCi3{tS<b^ (2) 
ifls£-tt (3) £iDg«&H*oRjS*frFl£tT*fc>ix 

[0 13 7] — JRSt (1 5) 0{b**i-«« <1 6) 

fb&'fc (1 i) kit-tVo (8) irtoSJ^tPlSI^SK^ 

ions] — asss (i7) w{t-&«j^^e>— (i 

J£B&. *BM¥«Ol*SI*3Sti»^®* SttiL-Ctt. 

afctf&tta. 8H4«:£**>fl6Jfifttt» -HIES: (17)» 
{b-g-ife)^WLi-^2 0(& :: e/i'^E'x:-fc5„ BftRJEteMlfir 

3 0—12 O'CmiST'. 5 ~ 6 G^Sl&fT&fcrtvS. 

10 13 9] ±ffisisxes:-2K*i^-c, 
Lrfflv»e»n5— «sc (5) ©fls*»*>rt. R n i ; lR 

" NHCOZ-, Y*»<SSfcT^*V^^*=- 

[0 14 0] R^xgss;- i o 

[0141] 
[ft 3 4] 
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Z-COOH R* NH Z-CONHR 5 

HO-CH-COOR 11 * HG-CH-COOR 

(18) < 19 > 

R^SO, X 1 Z-CONHR 6 

(2 0) 3 R 21 SOj 0-CH-COOR H 
(5 a) 

[0 14 2] t^R" s R'-Rt/Zliffifiafcl^U. R 
"To ] 

— ffiit (18) oib^t-ASst (6) <ovc%mt<om. 
■Cliv fhn Kb79^ 

< ttS^«iSte-Cfr/.e*»ft, 33? 5 #~ l ■SISHSfi-cK 
[0 1 4 31 -HRSC (1 9) Oib**t-«W (2 0) 

ft** (3) t (njxfcx~m\>^ftz%i&fti*^-r 
jst8-i:^*«. a#-2 0~3onca 

l < li- 5 ~ 1 o trmffiT-fT^jJ-u il^ 1 0 

DK¥fr (1 8) fctrS-TSft: 
'\ -fr«J (5a) t**gtt»tb-C»6ii:* s "^**- 

[0 14 4] fSi. R ,, *S7*^/»'^±-^i&®7'^3*-> 

1 ~ 2<@*i-5 li»M7^^T 
[0 14 5] -«5t (1) <75<fc^!4. EKWfcflF** 40 

S c i #T- 

a, 0i]xi£*^{t-^ k y a % *gwu* y ^ 



#gPi^l 0- 1 6 7 9 6 5 
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[0 14 6] ±E**ife"e«i34*n6— te« (i) 

[0147] ^IS^;* -< 7— KSJ^K^SN** it-*? 
***JW» »•*«. WS«. JM«3B. SBiStt 

ffl. fB9BXH. SUM. Wttffl. *^t^ &**3 ,J 

KP*fr8*. ^VT*^^ 1f9^>l§?S. Ufrtti'*?- 
;i>t;PP-^> t7-;?. f^Hr/WP — y V^75 

y tK y f^/ut'D y k>^<d*s-&^!Iv ft^xVT' 

^co^ajpj, ^ttdv, it****—. *m 
y /nsfts-t- f- y "7 A^wKiRiEiSffJ, ^ y y 

&mi,itmftL «jfei*»*e» -t^^^vtea^, siiK^ 

5Zt#T-#5„ *.ffll<7)*fl8lcria!-r5lcBL-Cl4, ffi 



(21) 



<&ffl¥ 10-1679 '6 5 



39 



arc**. *gHtw»»S:««i-s«> 

[0 14 8) 5*c»(W1£*SSMW«f»-**** l '*' < ** ?iSW 
it***. 3*83***4*^ i-7 0H%ifW 
[0119) 7K*WEa6Kffl^»^'* fttt, * ,i * ,l *' 4/ ' c 

teas**, fea^^tci 
o . i ~ i o o m « & »»««* i a i 
wiSKS^jwa*^***^***"*"** 5 " 0 * -tiea-5- 

10 15 1] 

[0 15 2] #*»1 

2-,Ky-^f^K 1*7'//-!-^ 

jgiSri^ ^!lfy7i/^7 = -/V5. 7 0g5:*D 
it.- £»TI- 1 «*W«l*Lfc*. 4 5/ i^T-fe^ y * T 
Ki?if/l'^^f/H 1.3 5 g^SD*.. 1 7B#ra 

= ioo:i (v/v) »£-iffiKfc..fc9*tBi>^ 2- 



10 



20 



30 



40 



50 



40 

6 l g*r#t. 
[0 1531m, p. 1 4 9- 1 5 3TC 
NMR (CDC 6 p pm ; 3.. 7 7 (s, 3 

H) x 4. 0 1 (s, 2H) . 4.. 2 3 (s, 2H) . 
7. 32-7. 68 (m, 5H) > 8. 26 (s, 1 
H) . 

[01 54] 2 

2 _/<y.;Dfyt K7-//-3-I h=*->#/i'#*~^ 

W;2-' t ^l'7 ;yt yr^'SS - I 
-/Mf;HS^''/!;yy-4-t>2 54mg^« 

fc«TU 8 0tt-l«lfLt„ 

v^Vt (f?-//-3-i h*-->#^tf.--/i^5v»'- 1 - 

[01 55] NMR (CDC1.,) « p P m ; 1 . 29 
( t, J = 7.. 0Hz, 3H) , 3. 71 (s, 3 
H) . 4. 17 (q, J = 5- 9Hz, 2H) % 4- 1 
4 (s, 211) v 4. 41 (o, 2H) v 4. 71 
(s, 2H) . 7. 2 5-7. 6 0 (m, 5 H) , 8. 
13 (s, 1H). 
[0 15 6] #2s0iJ3 

7 _3L j^^/U-tf^/M^vV— 1 , 4, 5, 7 -T h 
yTi^tf->^c [4, 3, 0) 5-^>- 3, 

8 -v^VWiSit 

f*-f?/v , y-»-4-^2 3 0ii.gi:, 0- 5N 
BKa^-i : 2 (v/v) S-fr*«liJ:0*aiU 

7 —si fdr->*yi'#=-^P t =f>^— 1 , 4, 5, 7 -"T h 
yTff-^B [4. 3- 0) /-^V- 

8 - v?^"V 6 0 m g Srlt. 
[01571m. p. 1 8 8- 1 9 3*C 

NMR (DM S O- dr.) 5 p p m ; 1 . 20 (t, J 
= 6. 81Hz, 3H) . 3. 98 (s, 2H).4. 
04 (q, J=6. 91Hz, 2H) . 4. 20 (s, 
2H) , 10. 24 (s, 1H)„ 

[oi 58] mi&&\ 1 



(22) 



»B8¥l 0- 1 6 7 9 6 5 
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y^Vfc YJVJ* -rf-^^«Jg 
^/-;U6 0ml i:Mthy^^l . 6 9 g 

lt^S bfc-*- h y * * * v * *s Y<n * $ j 

L-fo^^ 1 ^*** 11 - 8 3gS:M 
X, 6B*WJI«HR3a»Lys.. ^t:lt, I* 

[0159] m. p. 172-I73t 
NMR (DMSO-d« ) 5 p pm ; 1 • 8 2, 1 - 9 
2 (s,. s, 6H) . 2. 8-3. 0 (m t 2'H) . 
4. 15-4. 30 (m, 1 H) . 5. 04 (s, 2 
H) ,6-90 (d, 2H) ,7.10 (d. 2H) . 
7. 2 5 — 7. 50 (m, 5H) 0 

[0 16 0] 3Hfi<W2 

y i/> - 4 - *>-<r>mj£ 

[0 1 0 1] m. P 126 i 2 8°C 
NMR (DM SO - d«) 6 p p rii ; 1 - 2 2 (d, 3 
H, J=6. 8Hz) , 1. 8 9. 1. 9 4 (s, s, 
6H) f 3- 90 (q, 1H, J=6. OIIz) . 7- 
5 1 (s, 1H) v 10. 4 2 (brs, 1 H) 9 

[0 1 6 21 H.1BWI3 

y y ^v- 4 -^vGo$2it 

[0 16 3] id. P. 1 4 8 - 1 4 9 <C 

6 p p m ; 1 . 8 4, 1. 9 
8-3: 1 (m, 2 H) . 
1 II) , 7. 26 (s, 5 



NMR (DMSO- do ) 
3 (s, s, 6H) , 2. 
4 . 13-4. 38 (m, 
H) . 
[0164] 
5- (4-t Ko 
yt K?//^S^/9> 



10 



20 



- 2 — r yy^ fc°ii7 



[0 16 5] m. P. 2 18-2 1 9*C 
NMR (DMSO-dJ 6ppm; 1- 85, 1- 
3 (s, s, 6H) , 2. 7-3. 0 (m, 2H) . 
4. 08-4. 38 (m, 1 H) . 6. 68 (d, 2 
H) , 7- 01 (d, 2H) . 7. 31 .( s , 1 H) 



42 

9. 38 (brs, 1H) C 

[0166] msm 5 

5- (4- (2, 6 - v 7 ^ &/U^>'i//\'3r2c~» ^> ^ 

/u] - 2-^ y^u t-y-rvt K7 -/S't -< yvv&> 

V) O 2, 6 • v^p;l^yv/l'-L-fni/:/T 

[0 16 7] NMR (CDC1-J 6 p pm ; 1 . 99 
(s, 3H) 4 2. 05 (s, 3H) , 2. 75 (d 
d , 1 H, J = 9 . 5 7, 14. 1 9 H z ) , 3 . 27 
(dd, 1H, 3 - 3. 3 0, 1 3. 8 5Hz) . 4. 
17 (dd, 1H, J = 3. 63, 9. 56Hz), 
5.. 26 (d, 2H) . 6. 9 8-7. 3 8 (m, 7 
H) 0 

[0 1 6 8] *ffi«-6 

5 _ (4 - (4 - ? n/U^V^/W^^'V) -OvvK) - 
2 f y^nr fyf>t K^y"/^ S ?V U v*V-4 - 

O _ - L - ^ o -> V ^ ^/l^ * -X /ls&fi£££>ft 

0-4-^P/l^<>^-L-^n^^^^/^ 

[0 16 9] NxMR (DMSO- d« ) 6 p p m ; 1 . 

8 2, 1. 9 2 (2 s, 6H) . 2. 85 (dd, 1 
H, Jgcm-13. 86Hz, J = 4 . 62Hz), 
2. 95 (dd, 1H, J=4. 95Hz) , 4. 20 

(dd, 1H) . 5. 04 (s, 2H) . 6.. 86- 
7. 13 (m, 4H) , 7. 3 9-7. 49 (m, 5 
H) , 10. 50 (brs, 1 H) 0 
[0 17 0] ^&\7 
5- (4-tKn^>73i^) - 

[0171] NMR (DMSO-dn ) 6 p pm ; 1 . 

9 2, 1. 94 (2 s, 6H) % 4. 8 5 (s t 1 
H), 6. 69-7. 17 (m, 4 H) .7.98 

(s, 1H) , 9. 57 (bs, 1 H) o 

[oi7 2] mmms 

[0 17 3] NMR (DMSO - do ) 6 p p m ; 1 . 
50 9 9, 2. 1 2 (2 s, 6 H) . 3. 0 9 (m, 2 



30 



40 



(23) 
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(m, 
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1H) , 



44 



7 2 0-7- 37 



H) . 4 . 6 6 
(m, 9H) 0 
[0 1 7 4 1 * _ 

5 _ [ N - (4 V *^*^-^ ^--^ ^ ,V/< - 

wmma 6- 1 5 9 3 e^m^mm.^ntc^m^m^ 

tK7/;f7/!i'/^-4-±yO.. 37gS04- 
r ^ y^g x §^^^/V^ ^^/l-O . 2 6-g<ON, N-v? 
^ ^ K 1 0 m 1 »ffiKl* 1 - t * v"< 

_ 3 _ (3.' -is/ ^fvuT ^ y 
KifcfiHftO. 3 4 0 fetor. t\ *»T. i fi RHBI»# I 
fc. RlCfflt* 2 NiE« 10 0ml -RS^'l' 1 0 0 m 

_ /U=9 . 1} -efSt£L-C. JbjeB«<fc£*0. 3 7 g 

[0 17 5) NMR (DMSO-dn ) 5 p pm 
SI (t, 3H, J =7. 26Hz) .1.93 
3H), 1. 95 (s, 3H)s 2. 93 (dd 
H, J -9. 2 3, 1 6.. 8 2Hz) . 3. 2 0 
dj 1H> j=3. 96, 16. 5Hz) . 4. 



20 



; 1 - 
(s, 

1 

(d 

24- 



4. 3.6 Cm. 3H) , 7. 69 <d, 2H. J=8. 
90Hz) . 7. 92 (d, 2H, J=8. 91H 
z), Id. 46 (s, 1H), 11. 71 (brs, 
1H) o 

[0176] HJEfW 1 0 

[0177] NMR (DM SO - dj 6 p p m ; O- 
83 (t, 3H, J = 7_ 26Hz) , 1. 3 6-1- 
4 4 (m, 2H) . 1- 9 4 (brs, 6 H) . 2. 5 
6 (dd, 1H, J = l 0. 23, 16. 1 7Hz) , 
2. 86-3. 0 5 (m, 3H) , 4,. 21 <dd, 1 
H, J=3, 63, 9. 9 H z ) > 7 
H, J = 5. 6 1Hz) . 11. 5 9 
H) o 

io 1 7 8i mt&mi 1 

#y-L, 2 r 3, 4-fh7tKP^/!)>'-3-^ 
it 



9 9 (t, 1 
(brs, 1 



M, 
3- 
0. 
z) 



/_3, 4-v?tKn^/5>-2 (1H) -rf-vSrffl 

[0 17 9] NMR (DM SO- do ) 5 p p m ; 1 . 
9 5 (s, 3H) . 1 . 9 4 <s. 3 H) , 2. 5 1 - 
3. 3 2 (m, 4H) . 4- 2 3-4. 2 7 (m, 1 
H) , 4. 4 1- 4. 5 1 (ra, 1 H) , 6. 8 6" 
7. 22 (m, 4H) , 8. 43 (m, 1 H) , 1 U. 
3 4 (d, 1H, J = 2. 31Hz), 11. 6 6 (b 
r s, 1 H) o 
10 [0 18 0] 3IJ£M1 2 

5_ (N — v'^ 7 n^-^-i/A'ft A'S^sf /^J* "f~^) — 2 — 

[0181] NMR (DMSO- do ) 6 p pm ; 1 - 
10-h 7 4 (m, 1 OH) x 1. 9 4 (s, 6 
H) , 2.. 53 (dd, 1H) , 2. 87 (dd, 1 
Jgem=16.. 1 7 H z , J = 3, 96Hz) . 
4 9 (m f 1 H) . 4- 2 0 (d d, 1 H, J = 1 
06Hz) , 7 9 0 (d, 1 H, J = 7. 92H 
x 11.. 62 (brs, 1 H) o 
[ 0 1HJ gflfeW 1 3 

ju) - 2 - ^ y/o ^ !J f v t K7 / ; f 7 / y y ^~ 

4 -jf^R® 

30 f^4£>£^o 

[0 18 3] NMR (DMSO-dn ) 6 p pm : 1 . 
2 0 ( t , 3 H) , 1 ■ 9 4 ( s , 6 H) . 2 . 6 8 
(dd, 1H, J g em= 1 6. 4 9Hz. J = 6. 2 
6Hz) , 2. 97 (dd, 1H, J=3~ 63H 
z) , 3. 83 (dd, 2H) , 4. 09 (q, 2 
H) . 4. 2 1 (dd, 1H) > 8. 5 0 (t, 1 H, 
J = 5. 9 4Hz) , 11- 6 6 (s, 1 H) <, 

[0184] n)&m 1 4 

40 ^/i-) - 2-^y/Dt^rvt K^//^*/!)^ 
-4-ty^UB 

Hlfi»*J9-C'KigLfc5- CN- (4-31 

tifr'^'i *'* i f-* ; } -2 — fy^t*y 

^if>3 0m 1 -K»**U 2N*«fb-*-h!> !>^6. 
4 6ml IrMt, 50ti:»«Lfc. l^Hfts SSI 

^$r2. 0 2 gft 0 
50 [0185] NMR (DM SO— dj 5 p pm ; 1 . 



(24) 
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94 <s. 3H) ,1.95 (s, 3H) .2-92 
(dd, 1H, J=9. 2 3, 1 6. 32Hz) . 3. 

19 (dd, 1H, J = 3. 9 6, 1 6. 83Hz) . 

4- 34 (dd, 1H, j = 4.. 04, 9- 23H 

z) % 7- 67 (d, 2H, J = 8~ 90Hz) . 7.. 

89 <d, 2H, J = 8. 58Hz) . 10- 4 3 
<s. 1H) o 
[0186] S*S#J 1 5 

5 _ -jj ^^u^-'fy^fli ^ ^ t K-7 ^ 

75K3 0mII^U *»T. 6 0 h !* 

*A0. 2 4gS'>tfolDit. 3 0»fc 

7 4 g SraPx.'CSfiT* 1 5 BSTfllSEM 2 1> 
K«?»4r**2 0 Om 1 (:SAU S»^2 0 
0m 1 -oWlttlLfc. lr«B«:«*8at W * A J"C5£ 
Aft. Stt&'B* Lfc. »S«r^y*^#7***^ 

l) "ClSKUrifSB'WfK'&ttSrO. 3 6 gHt 0 
[0 1 8 7] NMR (CDC U ) 5 p pm ; 1 29 
ttf 3Hf J = 6- 9 2Hz) , 2. 02 (s, 3 
H)l 2. 04 (s t 3H), 2. 97 (dd, 1 H f 
J « 9 . 9, 17. 48Hz)s 3.. 35 (dd, 1 
H, J = 3. 63, 17- 82Hz),4. 2 3 (q, 
2H, J = 7. 26Hz), 4. 31 (dd, 1 H, J 
= 3. 63, 9- 9Hz) . 4. 66 (s, 2 H) 0 

i o i as) mmm i 6 

0. 13g, ^^RSthy^^O. 09g»^ 

L-C, afe<OJtSBB 0. 13g#*: 0 
[01891 NMR (DMSO-dr, ) 5 p pm ; 1 - 

7 4 (s, 3H) , 1. 9 3 (s, 3H) . 4. 0 3 
(s, 2H) . 7. 32-7. 53 Cm, 5 H) 0 

[oi 9 oi mmmi i 40 

Omlt^l, ^a/lxTirh^O. GggS^St 
U *»*r«E««l'fc. »**^J> 

^ : t« * 10:1) -e«f«"L-CJtEB«Hb*« 

£0. 1 8 g f#*: 0 
[0 1 9 1 1 NMR (CDC 1 3 ) 5 p pm ; 1 . 91 50 



&ffl¥-l 0- 1 6 7 9 6 5 
46 

(s, 3H) , 2. 0 4 (s, 3H) . 2. 2 3 <s, 
3H) , 6. 1 3 ( s , 1 H) o 

[01921 ni&m i 8 

2-^fvro^yfyt F7^v-4 -y*.=-t\>TTV 

[0 1 9 31 NMR (DM SO- do. ) 6 p pm : 1 • 
94 (s, 3H) , K 9 6 <s, 3 H) ,7.21 
1H) , 7. 25-7 
7.. 8 7 (m, 2H) 



4 2 (m, 3 H) , 
10* 9 5 (b r s 



(s, 
8 4 
H) c 

[0 1 9 4 1 StSfelM 1 9 
4 — (4 - ^ a/U7 

ir h?x/>«:BJKSI«Wl 7 i: WW-^-C-blEBtt 

[0195] NMR (CDCU) Sppm; 1- 76 
Ui 3H),2. 01 (s, 3H) t 6. 81 (s, 
1H) , 7.. 3 0- 7. 3 6 (m, 2 H) . 7.. 6 6- 
7. 7 3 (m, 2H) . 8. 9 9 (b r s, 1 H> . 
[01961 ^S£W 2 0 

[0 1 97] NMR (CDC 1 ) 5ppm;L 8 3 
(s, 3H) , 2. 03 (s, 3H). 6. 83 U, 
1H) , 7. 2 2- 7. 3 6 (m, 7 H) , 7.. 6 8- 
7. 7 2 (m, 2H) . 8. 6 7 (b r s, 1 H) 0 

1 o i 9 8 1 mt&m 2 1 

4 _ (3, 4 -v*fc l'P^ri/7x^) -2 — f 
^p;P7i? hyoft*?!- 2-^ ti/u- 3' , 4' -v^t 

[0 19 9] NMR (DMSO-d« ) 6 p P.m ; 1 . 
92 (s, 3H) .1.94 (s, 3 H) . 6. 73 

(d, 1H, J=8. 25Hz) . 6. 85 (s, 1 
H) . 7. 12 (d, 1H, J = 7. 8 2Hz) . 7. 

2 3 (s, 1 H) . 10. 5 2 (b r s , 1 H) 0 

[02001 nmm 2 2 

4 _ [4_ (4 _ ^ p/W^ v/^t^rv') - 
[0 2 0 1 1 NMR (DMSO-dn ) 6 p pm ; 1 . 



(25) 



(s, 3H) s 5- 12 
. O 5 (m, 3H) v 7. 
7 . 7 5-7. 89 
1 H) . 



5, 6, 7—r 
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8 9 (s, 3H) ,1.93 

( s , 2 H) . 6 9 9- 7. 
4 3- 7 5 8 (m. 4 H) 

(m, 2H) , 10. 5 8 (s 

[02 021 -gMWl 2 3 

[0 2 03] NMR (CDCU) 5 p p m ; 1 - 73 
- 1. 8 4 (m, 4H) . 1 8 7 (s, 3H) , 2- 
0 2 (s, 3H) , 2.5 3 2. 6 1 (m, 4 H) . 

[0204] HJS60>I 2 4 
3 Ov^i — 5- (4-tKo 

2 ->r y tr y ^> t K9 s * 5 ^ f > ?>_ 4 ~ 

£ft«>L. « K0. 18 zRXfmm*!)*? 

lo: 0 7gft»ilt. 8 0'C»S4'T'8i©ra*D^b 
fc„ FJSK***5 OmlKSAU if^^'H 0 0 

^ .(-^77^- (^m?S : : > 9/—*' = 

10: i) -r»Wi.-c hBB«HfcfcW*o. Hgi 



2H, J =8. 5 7Hz) 
8. 2 5H z) > 7. 2 3 
z) . 

[0 208] i-fetfetfJ 2 6 
5 - (4 -✓O'-^/P ;*-*■-:> 



10-1 679 6 5 
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. 6. 

(d, 



9 5 (d, 2H, J = 
2H, J =8. 5 7H 



[0 2 0 5] NMR (CDC U ) 6 p pm ; 1 . 9 5 
<s, 3H) .1. 96 (s, 3H) . 2. 7 7 (d 
d, 1H, J = 7. 9 2Hz, 13. 86Hz) - 3. 
12 (dd, 1H, J=3 96Hz, 14. 18H 
z) . 4. 23 (dd, 1H, J=3. 63Hz, 7. 
92Hz) , 4. 70 (d. 2H, J=2. 64H 
z) 6. 6 1-6. 6 4 (m, 2 H) . 6 . 9 6- 
6. 9 9 (m, 2H) . 7. 2 2-7. 2 8 (m, 5 
H) „ 

[0206] nife&l 2 5 

ytK7//-3- (4-^ K^r^-Oi 5 ^) -f5*V 

y v f >-4-^-voi?i^ 

[0 2 0 7] NMR (CDCU) 5 ; 1- 96 (s, 
3H) , 1. 9 9 (s, 3H) ,2. 7 5 (d d, 1 
H, J = 7. 92Hz, 13. 86Hz) „ 3. 09 

(dd, 1H, J=3. 95Hz, 14. 18Hz). 
4. 21 (dd, 1H, J = 3. 63Hz, 7. 92H 
z ) , 4. 61 (d, 2H, J=2. 97Hz) , 6. 
59 (d, 2H, J=8. 58Hz) » 6. 79 (d, 



— 4 



3 _. ( 4 _,4> >7x.- A) 2 ?P^ P 

fc* ^vS^t^^^tvu 1 . 2 8 g ^ 2 Ora 

1 icit?5>U Tir h y^t;*'^/^0. 63g& 
10 UWBft"*- HD^iO. 4 0 g ^AnxX, 2 0 Bftfll&lfta 
SSLfc 0 fiil£;iS*i*l£**8U *5 Om I 5r»iitift.t 
rf* 10 0ml Tttrffl Lfc. «Htt»**S*«IH- h V 

^^b-7^77^- (i^tUS* : : S*8£ 

m<?vu=l : 1) T'^L-CJtlEBftfc-S-^O. 4g 

[0209] NMR (CDCK) 5 p p m ; 1 - 99 

<s, 3H) . 2. 0 2 (s, 3M) , 2. 94 (d 
d, 1H, J = 1 0. 2 3, 14. 19Hz), 3 . 4 
20 8 (dd, 1H, J — 3 . 6 3, 14. 19Hz) . 
4. 21 (dd, 1H, J = 3. 6 3. 1 0. 2 3H 
z) . 5. 04 (s, 2H) % 6. 9 0-7. 4 1 

(m, 9H) „ 

[0210] 27 

2--< yyctvyfyt K7-//-5- (4 -tv-^?- 

3 _ (4— t>.i?/U**t->7 * = -2-^^7*0 



30 



40 9 



50 



[021 1 ] NMR (CDCU) 8 p p m : 1 . 99 
(s, 3H) , 2. 02 (s, 3H) , 2. 47 (s, 
3H) . 2- 9 5 (dd, 1H, J = 1 0 . 2 3, 1 
4. 19Hz), 3. 49 (dd, 1H, J = 3. 9 
6, 14.. 19Hz) , 4. 22 (dd, 1H, J = 
3. 63, 10. 2 3Hz) , 10. 0 4 (brs, 1 
II) 7. 1 5 7- 2 1 (m, 4 H) „ 

[0212] nmm 28 

:>v?/U^-^iyy f-/^- 1, 4, b, 7-Th7f 
iff->^P- (4, 3, 0) 5 3, 8 

##^3 tmm- Lr»e>ixfcisis-i. 4, 5, 7-7- 

h^TifK'v'^P- C4, 3, 0) /7->-5-^^- 
3, B-i>it'^0. 2 1g*fh7tKf77>'4m.I 
_^^^t ^->u*^* D 7^ h!)7i Kim I CO^fSJC 

®^L. K7^7^^-rthyst^*PT, 1. 6 

M7*^/HJ ^•>AtO^-= 3 ?-y-VjgjK2. 8 6mI£jfthL 

T, i^iagT'2?#f B i}tfl2bfc„ rwSJtiSt-^^^ 



(26) 



49 

y y<7 h»T$ Kim l»»«rSSTU -30 40 

0:1) -tf«HBLX±KH»lK^*4:0- 0 5g»t, 
[0 2 13] NMR (DM SO- d«) 6 p pm ; 3. 

6 5-3.. 8 0 (m, 4 H) , 4. 07-4. 08 
(m, 1H) ,4.. 52 (s, 2H) . 7. 23-7- 

39 (m, 5H), 10 1 5 <d, 1 H) , 1 1- 1 

3 (b r s , 1 H) o 
[0214] HJfeM 2 9 



10 



1 tnWZ- LTiERttft***** 



[0 2 15] NMR (DM SO - do ) 6 p pm ; 1 



20 



8 2, 1 . 92 ( s , 
H, J g em- 1 3.. 
154 (d d, 1 H) 
8 (d, 2H) , 8. 
r s, 1 H) . 10. 



s> 6H) , 3. 06 (dd, 1 
70t J = 4 . 83Hz) . 3. 
,4. 32(t, 1H),7. 4 
1 4 (d, 2H) ,7.63 (b 
6 2 (b r s , 1 H) o 
[0 2 1 6] **61W3 0 

5 _ [ 4 - (-> ^ h i/fr'A ^'^A * ^0 

V) (c x O- o^vz/M fvi' — L >>^^/^ 

[0 2 1 7] NMR (DM SO- d 6 ) 6 p pm ; 2. 
83 (dd, 1H, Jgem=14. 02Hz r J = 
4. 7 8Hz), 2. 93 (dd, 1 H) . 3. 71 

(d, 2H, J =5. 9 4Hz) . 4. 18 (t, 1 
H) .6.. 7 8 (d, 2H) .7.08 (d, 211) . 
7. 3 9 (b r s, 1 H) . 10. 5 0 (b r s, 1 
H) o 

[0 21 si mm* i 

5 _ (4 -^y^y^/i,) -2-4 Vfv t° U 
q_^<>^,U — L— f;Ux7T/^lS^ft 

[0 2 1 9] NMR (DMSO-dn ) 6 p pm ; 1 . 
9 9, 2. 1 3 (2 s, 6H) .3.03 (m, 2 
H) . 3. 8 3 (d d, 2H) . 4. 6 5 ( t, 1 



30 



i o 

50 

3 0 Cm, 



1 OH) 



16 7 9 6 5 



12.15 



H), 6. 99-7 
(b r s, 1 H) o 
[0 2 2 0] mti&M 3 2 

_ 5 „ (4 _ r ,j.p/<>^u) -fs^/!;y>'-4-d- 

3 k R/cm^-CttJIfeaScLfc. 3B*IBftt* 
U fg^-Sr^EES^L/Co «a*^PP*/^l 0ml 

4-;"p^/>f/^n9K0- lmliSrlTl 

fc. *a-e2^m«»Lfc«. o^ttfr* 

— (JRfflSS ; ^ CT a : S — = 8:2) 

[0 2 2 1] NMR (DM SO- d a ) 6 P P m ; 1 
8 2, 1. 9 2 (s, s, 6H) , 2, 9 3, 2. 9 8 
(dd, dd, 2H) , 4- 2 3 Cm, 1H) , 7.. 1 
5-7. 9 8 (m, 4H) . 7.. 5 3-7. 6 4 (m, 
4H) , 10. 24 (brs t 1H) fl 
[0 2 2 2] HifeCT 3 3 

2-^y/De!jf>t K7//-5- {n-~7 
4 _t ^ / ^.i^^^^/^^^-r ^ ^ t ~ y > 

[0 2 2 3] NMR (DM SO- do ) 6 ; 1 . 9 3, 
1. 95 (2s, 6H) , 2. 87 (dd, 1H, Jg 
em-16. 5Hz, J = 9. 57Hz) . 3. 16 
(dd, 1H, J = 3. 95Hz), 4. 33 (dd, 
1H), 7 . 0 7- 6 (m, 5 H) . 10. 11 ( b 
r s T 1 H) . 1 1 . 7 0 (b r s, 1 H) 0 
[0 2 2 4] HBSW3 4 

5 _ (N-^ y/ci t'/U^/i-/^^^/^^) — 2— *f 

y/p^i/f>t y f / ^ ^ - ^ - 
m 

[0 2 2 5] NMR (DMSO-dn ) 6 p pm ; 1 . 
03, 1. 05 (2 s, 6H) , 1. 94 (s, 6 
H) . 2. 86 (dd, 1H, Jgem=16. 2H 
z, J=3. 63Hz), 3. 15 (dd, 1H), 
3. 81 (m, 1 H) , 4. 20 (dd, 1 H, J = 
9- 9Hz) , 7. 90 (d, 1H) , IK 64 
(s, 1H) o 
50 [0 2 2 6] 3 5 



(27) 



51 



mm 20 



5 _ (N^-o^/U^/U/^-f/^^^) 

[0 2 2 7] NMR (DMSO- d« ) 5 p pm ; 1 . 
94, I- 95 (2s, bH) , 2. 67 (d d, 1 
H, Jgem=l6. 2Hz, J = 9. 6Hz) , 2. 
97 (dd, 1H, J=4. 0Hz) ,4.25 (m, 
3 H) , 7 . 2 7 (m, 5 H) , 8 . 5 4 ( t. , 1 H, 
j - 5 . 9 H z ) v i 1 '6 5 ( b r s , 1 H) . 

[ 0 2 2 S 1 HIf£#J 3 6 

5 _ [4_ (4 p;U7x-/^^) ~ 2 

2 _^ u , u _3_ [4- (4-^n/U7* = ^*) 7 
^t^^^O- 6 8g, Tirh^^^ 

t**;^0. 32g,B»tfJ^0. 20 g 
y „ /U2 0 m J <D$L&m* 2 4 P#m*D»3B«b 

-9-v:^^^=2 : i) -?mm^x±mstMk&®> 

£ 0 - 2 5 g #fc 0 
[0 2 2 9] NMR (CDCK) 6 p pm ; 1 - 99 

(s, 3H) ,2.07 (s, 3H) , 3- GO (d 
d, 1M, J = l 0. 23, 1 4. 1 9Hz) , 3. 5 
2 (dd, 1H, J = 3., 63, 1 4- 1 9Hz) . 
4. 22 (dd, 1H, J = 3. 6 3, 1 0. 2 3H 
z) v 7. 18-7. 3 5 (m, 4H) 0 

[ 0 2 3 01 £Jfe«3 7 

[02 3 1] NMR (DMSO-dJ 6 p P m : 1- 
9 3, 1- 9 4 (2 s, 6H) , 2, 3 1 ( s , 3 
H) , 2. 9 6 (d d, 1 H, J g em= 1 6~ 4 9H 
J-9. 24Hz) ,3-18 (dd, 1 H, J = 
63Hz) ,3.83 (s, 3H) ,4.31 (d 
1 H) , 7. 3 9-7. 9 6 (m, 3 H, 

1 0w 44 (br s, 1H) , 1 1- 70 (b r 
s, 1 H) o 

[ 0 2 3 2 J %ffiS\ 3 8 

5- [N- (2-^/^^'>-4-^^^^-^) # 

Hfi6^3 7t«tf:2-^y^fyfyt K9/y 

_ 5 _ (N- (2-^ h^rV^/^^" 



10 



z , 

3. 
d, 



30 



40 



50 



mW£ 10-167965 
52 

firWJSWWi: UTffltv J|*«l4 fcB«lctt±EI 

[0 2 3 3] NMR (DMSO - d* ) 6 p pm ; 1 - 
93, L 95 (2s, 6H) .2.30(5,3 
H) , 3. 0 0 (dd, 1 H, J g e m = 1 6 . 4 9H 
J=0. 9 III*) - , V~ 19 (dd, 1H, J- 
3 ? . 96Hz) ,4.. 32 (dd, 1 H) ,7.38 

(d, 1H) , 7. 7 8 (d, 1H) , 8. 2 5 (s, 
1 H) , 11. 0 7 (b r s, 1 H) 0 

[0 2 3 4 ] jt*«3 9 

[0 2 3 5] NM R (DM SO-d«) 5ppm; 1 ~ 
94 (s, 6H), 2. 61 (dd, 2H, Jgem = 
9. 90Hz T .1=3. 30Hz) , 4. 07 (dd, 
1H) , 4. 20, 4. 25 (2dd, 2 H) . 8. 2 
4 (t, 1 H) o 

[0 2 3 6] -%mM4 0 

2->r y/o^yf>t K7//-5- [n- (4-^ 
4 /^^^^^ifvu^^T 1 /^^;^^^. p-h 

[02.37] NMR (DMSO - d ,v ) 6 p pm : 1 . 
9 3, 1. 94 (2 s, 6H) , 2. 24 (s, 3 
H), 2. 83 (dd, 1H, Jgem=16. 49H 
J - 9. 5 711 z) , 3. 13 (dd, 1H, j" 
03H*) .4.32 (dd, 1H) , 7. 09, 
4 4 (2d, 4H) , 10. 0 0 (b r s, 1 
x 11. 67 (brs, 1H) 0 
[0 2 3 8] HffitfH 1 

2--f y^PtTS-rVt K5//t5- [4- (3-t* 

mm 

tr^-^g»Ji^/K0ft*5 9'^v 2-^*A—3- [4- 

^f-/uftfflv\ j«6«2 6 4:JB««CUXJiEB»ib^» 

[0 2 3 91 NMR (DMSO - do ) 6 p pm ; 1 - 
9 1 (s, 6H) , 2. 9 1 (dd, 1H, J = l 4. 
19Hz, J = 9. 57Hz) , 4. 46 (dd, 1 
H, J = 4. 29Hz, J=9- 24Hz) , 5- 12 



z , 
3. 
7. 
H) 



(28) 



53 



(s, 2H) .6-97 (d. 2H. J - 8 - 58H 
z ) , 7. 18 (d. 2H, J=8. 58Hz) . 7. 
4 0- 7. 4 5 (m. 1 H) . 7. 84-7. 89 

(m, 1H) . 8- 5 3 8. 5 6 (m, 1 H) • 8- 
6 6 (d, 1H, J-l. 65Hr), 11-68 

(s, 1 H) o 

[0 2 4 0] 35JEM4 2 

2 - ^yyDt'yf>tK7/y*'5- [4- (2-7 

[024 1 ] NMR (CDC 1 3 ) 6 P pm ; 1 - 93 
(s, 3H) ,2.01 (4. 3H) . 2. 72 (d 
d, 1H> J = 8. 91Hz, J = 14. 19Hz)v 

3- . 05 (I, 211, J = 6. 93Hz) ,3. 16 
(dd, 1H, J = 3- 63Hz, j = 14. 19H^ 

z ) % 4- 10 (dd, 1H, J=7- 26Hz, J- 
11. 22Hz), 4- 11 (t, 2H, J = 6- 9 3 
Hz) . 6- 8 1 (d, 2H, J -8- 58Hz) . 
7. 1G (d, 2H, J = 8. 58Hz) . 7. 18- 
7. 3 2 (in, 5H) * 
[0 2 4 2) 2£t60J4 3 

[02 4 3] NMR (DMSO-dJ 5ppm: 1. 
80 (s, 3H) .1.90 (s, 3HK 3. 00- 
3.. 16 (m, 2H) . 4. 23 (t, 1H, J=4. 
29Hz) , 6. 91-7. 06 (m, 2H). 7. 1 
1 ( s , 1H) . 7. 3 1 (s, 1H) . 7. 29 

(d, 1H, J - 8. 01Hz), 7. 5 6 (d, 1 
H T J =7- 92Hz). 10. 48 (brs, 1 
H). 10, 82 (brs, 1 H) <> 

[0 2 4 4] 4 

.2-^y^DfilfytK7^-5- C4- (2-^ 
o>*J6 

q __ ^< > ^>u, _ L ^vi^ X "r /i4fiKE£<*> ft 

10 2 4 5] NMR (DMSO-de) 6ppm; 1- 
8 2, 1. 9 2 (2 s, 6H) . 2. 8 5 (dd, 1 
H, Jgem=13. 86Hz, J = 4. 62Hz). 
2. 95 (dd, 1H, J=4. 95Hz) . 4. 1 9 



10 



20 



4*BB.¥ 1 0- 1 6 7 9 6 5 

54 

(t, 1H) . 5. 2 2 (s, 2H) . 6. 8 7-7. 
55 (m, 7H) . 7. 54 (d, 1 H) , 10. 52 
(brs, 1 H) o 
[0 2 4 6] SKM4 5 

[0 2 4 7] NMR (DM SO — d ) 6ppm;l. 
■8 2 (s, 3H), 1. 91 (s, 3H), 2. 93 
2 7 H z , 14. 84Hz) v 
J = 4 . 6 2Hz, 14. 85 
1 H, J = 4 - 9 5H z) . 
J = 2 . 31Hz, 8. 58H 
z) . 6. 86 (d, 1H, J = l- 98Hz) . 7. 
02 (d, 1H, J = 2. 3 1Hz) , 7. 09 (d , 

7 2 7 ( s , 1 H) . 
J 0 .. 5 1 (brs, 1 



(dd,- 1 H, J =5. 
3. 0.4 (d d, 1 H, 
Hz) . 4 . 19 ( t , 
6. 5 7 (dd, 1 H, 



8 



30 



1H, ,1=8. 5 7H z) 
58 (brs, 1 H) 
H) 0 

[0 2 4 8] HSEW4 6 

tr y fy't K7 ✓ ✓ * s ^ ✓ v 4 -a-voMig 

^91^ DL-3- (3, 4 ?;tKBWj^) 

[0 2 4 9] N M R (DM SO-dJ 5 p p m ; 1 - 
83 (s, 3H), 1- 9 1 (s, 3H) .2.71 
95Hz, 13. 86Hz) , 
J = 4. 9 5H z, 13. 85 
1H> J=4. 2 9H z) . 
J — 1 . 9 8H z, 7. 9 2 IT 
z) . 6. 5 7-6.. 5 9 (m, 2 H) . 7. 24 (b 
r s 1 H) . 7. 4 7 (brs, 1 H) 



40 



50 



(dd, 1 H, J = 4. 
2. 8 3 (dd, 1H, 
Hz) . 4 . 12 ( t , 
6. 4 4 (dd, 1 H, 

6 . 5 7 — 6. 5 9 (m, 
1 H) , 7 , 4 7 (brs 
[0 2 5 0] 35S6W4 7 

5 _ [m- (3 t 4 - v?7;^7x- /u) ^/i-^^^e^ 
4 „ T5; /^g^^^i^/u-c^^/KDft^Oi-. 3, 4 

[025 1] NMR (DM SO- do ) 5 p pm ; 1 . 
94, 1. 9 5 (2 s, 6H) . 2. 89 (dd, 1 
H, Jgem=l6. 50Hz, J = 9. 24Hz). 
3. 15 (dd, 1H, J = 3. 96Hz) . 4. 33 

(dd, 1H) , 7. 2 3- 7. 7 9 (m, 3H) % 1 
0. 37 (brs, 1H) , 11- 72 (brs, 1 



(29) 



55 



0 9- 

1 H) , 



H) o 

[0 2 5 2] HJSffJ 4 8 

[0 2 5 3] NMR (DM SO- dr. ) 6 p p ro : 2 . 
08, 2. 09 (2 s, 6H) . 2.. 97 (dd, 1 
H, jgem-16. f> 0 H •/ , J - 9 57Hz). 
3. 27 (dd, 1H, j-3. 9 6Hz) . 4. 46 

(d d, 1H) ,5.21 <s* 2H) s 7 
7. 6 3 (m, 9H) , 10. 12 (brs 
11. 8 2 (brs., 1 H) o 

[0.2 5 4] mmm 4 9 

10 2 5 5] NMR (DM SO - do ) 6 p p m : 1 
9 3, 1. 9 4 (2 s. GH) . 2.. 87 (dd, 1 
H, Jgem=16. 50Hz, J-9. 57 Hz). 
3, 15 (dd, 1H, 9 5Hz) . 4. 32 

(dd, 1H) . 7. 3 6, 7. 
10. 25 (brs, 1 H) . 1 
H) o 

[0 2 56] SKf&ftl 5 0 

2-^y/D^!)7^tK7//"5- (N- (4-* 
4 _ T ^/^§^rc^/U^Xr-/l^^ft^ , 9^. P-/ 

[0 2 5 7] NMR (DM SO- do ) 6 p p m ; 1 . 
.93, 1. 94 (2s, 6H) . 2. 82 (dd, 1 
H, Jgem=l6. 16Hz, J = 9. 5 7 Hz). 
3. 11 (dd, 1H, J-3. 96Hz)> 3. 72 

(s, 3H) .4.31 (dd, 1 H) . 6. 87, 
7, 86 (2d, 4H) . 9. 97 (brs, 1 H) . 
11. 6 9 (brs, 1 H) o 

{0 2 5 81 mwm 5 1 

^-^y/dt'yfyt K^vV-5- [N — (4-^ 



5 8 (2d, 411) % 
1 .. 6 9 (brs, 1 



10 



20 



30 



40 



50 



4$Hf|3£ i 0- 1 6 7 96 5 
56 

[0 25 9] NMR (DM SO - do ) 6 p pm ; 1 . 
9 3, 1. 9 5 (2 s, 6H) , 2. 44 (s, 3 
H) x 2. 35 (dd, 1H, J g em = 1 6.. 49H 
z, J-9. 24Hz) . 3. 14 (dd, 111, J- 
3. 95Hz) ,4.31 (dd, 1 H) . 7. 22 

(d, 2H) , 7. 52 (d, 2H) , 1 0- 1 1 (b 
is, III). 11- 68 (brs, 1H) 0 

[0260] ^mm 5 2 

4-7; /5^S#»^^/u^x-ryUCOf^9^> 4-y 

[02 6 1] NMR (DMSO-d rt ) 5 p pm ; 1 . 

93, 1. 9 4 (2 s, 6H) . 2. 87 (dd r 1 
H, Jgem=16. 50Hz, J = 9 . 2 4Hz) % 
3.. 15 (d d, 1H, J-3. 9 5Hz) . 4~ 3 3 

(m, 1H) , 7, 4 6-7.. 56 (m, 4H) , 1 
0. 2 5 (brs, 1 H) . 11 6 9 (brs, 1 
H) o 

[0 2 6 2] HJ£#J 5 3 

2->r y/neyryt K7^/y-5- Cn- (3, 
7/!) v^>- 4 -yt-^^Rig 

4 — 7" y ^.g^ggm^/um^^/KT)^^ 9 JC. 3, 
4, 5 - b U & xuvrr=. V ^SSW9 ir.l^ait- 

[0 263] NM R (DM SO-d„ ) 6 p p m ; 1 . 

94, 1. 95 (2s, OH) , 2. 9 4 (dd, 1 
H, Jgem=16. 83Hz, J=8. 90Hz) v 
3. 16 (dd, 1 H, J-3- 9 6Hz) . 4. 3 3 

(dd, 1H) . 7. 82 (s, 2H) , 10. 54 
(brs, 1H) , 11- 7 1 (b i s , 1 II) 0 
[0 2 6 4] mifcW 5 4 

K5/^-5- [N — (3, 4 

7/y 4 

4 - 7 ^ / ixf ;Ux^T/Wftt>*3 3, 4 

[0 2 6 5] NMR (DMSO - d rt ) 6 p p m ; 1 - 
94, 1. 95 (2s, 6H) , 2. 83 (dd, 1 

J g em=l6. 33Hz, J=9. 40Hz), 
1 . 12 (dd, 1H, J = 3. 80Hz) , 4. 31 
(dd, 1H) , 5. 9 7 (s, 2H) .6.8 2- 
9 7 (m, 3H) > 7. 28 (s, 1H) , 10. 
17 (s, 1H) 0 . 
[0 2 6 6] 5 5 

2->fyyDt' , J7ykK7// , -5- CN— ( 1 --t 



H, 



6. 



(3Q) 



57 

10 2 6 71 NMR (DM SO- do ) 6 p p m ; 1 
95(s, 6H)s 3. 03 (dd, 



8. 6 1 ( t, 1 H) 



1 H, 



J g e m = 

1 6. 1 7Hzi J=9. 57Hz) . 4. 39 (d 
d, 1H, J-3. 63Hz) , 7. 4 6-8'. 1 2 
(m, 7H) . 10.- 1 0 (b r s, iH) . 1 1- 7 
1 (brs, 1 H) 0 
[0 2 6 8] 

10 2 6 9] NMR (DM SO - do ) 5 p pm ; 1. 
94, L 95 (2s, 6H) v 2 9 2 (d d, 1 
H , J gem=l 6. 82Hz, J = 8- 91 Hz) . 
3 1 6 (d d. 1H, J = 3. 96Hz) , 4. 33 
(dd, 1H) ,7.28 (t, 1H) . 7.. 61 
<s, 1H) ,7.62 <s, 1H) .10-47 
(s, 1H) . 1 1- 7 2 (b r s, 1 H) o 
[0 2 7 0] 3tlfiW5 7 

[0 2 7 1 ] NMR (CDC 1 3 ) 6. p pm ; 1 9 
8, 2. 0 2 (2s, 6H) , 2. 5 5 (dd, 1 H, 
Jgem=17. 1 6Hz. J = l 0. 56Hz) , 
2. 99 (dd, 1H, J = 3. 30Hz) . 3. 29 

(s, 3H) .4. 2 9 (d d, 1H) . 7. 1 6— 
7 . 4 5 Cm, 5 H) o 

[0 2 7 2] MM®} 5 8 

2-4y~?v t o y^>fc: K^>V-5- CN- (3-tf 

[0 2 7 3] NMR (DMSO — d« ) $ p pm ; 1 . 
9 4 (2 s, 6H) , 2. 6 8 (dd, 1 H, J g em 
= 16. 17Hz, J = 9. 57Hz) v 2. 98 (d 
d> 1H , J = 3. 96Hz) . 4. 26 (dd, 1 
H) . 4. 31 (d, 2H, J-5. 94Hz) . 7. 



10 



fftffi¥- 1 0- 1 6 7 9 6 5 
58 

3 2-8.- 4 8 (m, 4 H) , 
11. 6 6 (b r s , 1 H) o 
[0 2 7 4] HM'15 9 

2-4 y fu t c y x> t K9 ~ 5 - (N (3 Y 

y y i^v- 4 -pi-^^^Js 

[0 2 7 5] NMR (DM SO-dn) 6 p p m ; 1 - 
7 6 1. 9 9 (m, 8H) . 2. 6 0 (dd. 1 H, 
J==9 5 7 Hz, J = 1 4. 8 4 Hz) . 2. 9 0 
(d d, 1H, J -3. 9 6Hz, J = 1 5,. 84H 
z) 3. 0 0- 3. 4 8 (m, 2 H) , 3 - 9 6 
(t, 2H, J -6. 9 3Hz) . 4. 2 4 (dd, 1 

H, J = 3. 96Hz, J=9- 24Hz) , 6. 88 
(s, 1H) . 7. 1 6 (s, 1H) . 7.. 6 1 <s, 

1H), 8- 10 Xt, 1H, J — 5 - 2 8-Hz), 1 

I. 6 5 (brs, 1H) 0 
20 [0 2 7 6] 36 16-0*1 6 0 

4 - 7 ^ M K^f-^^r/^^t) 1 ? N-T 
^ / ^ -U Sr ffl v v 9 i: Jn!«l5w L-T JbIS S W 

[0 2 7 7] NMR (DMSO- d« ) 6 p pm ; 1 . 
9 3, 1. 9 4 (2 s, 6H) , 2.. 7 2 (m, 4 
H) , 2- 8 2 (m, 1H) , 2. 8 5 (m, 1 H) . 
3. 6 0 (m, 4 H) . 4 - 
30 7, 9. 1 0 (2 s, 1 H) 
H) o 

[0 2 7 8] ni&W 6 1 

2^y^k e Uf>bK7//-5- CN- (2-^ 

[0 2 7 9] NMR (DMSO- d<, ) 5 ppm ; 1 . 
40 94 (2 s, 6H) .2.62 (d d, 1 H. J gem 
= 16. 16Hz, J = 9- 90Hz), 2. 94 (d 
d, 1 H, J = 3- 63Hz) , 4. 24 (dd, 1 
H) ,4.43 (m, 2H) . 6. 93-7. 40 
(m, 3H) N 8. 64 (t, 1H) , 11. 6.4 (b 
r s , 1 H) o 
[02 8 0] mH&W 6 2 

2-4 t°yf>t W- 5 - CN- (4-^e 
50 4 - 7 S ;$AS»x^x7f /KOftbO 4-^e 



1 9 (m, 1 H) . 8. 
% 11. 6 4 (brs, 



(31) 



59 



[0 2 8 1] NMR (DM SO- do ) 6 ppm ; 1 - 
93, l, 94 (2s, 6H) .2.81'* 



} g em=l6. 1 6 H z , J = 9. 
03 (m, 4H) , 3. 11 (d d. 
63Hz) ,3-/2 (ra, 4H) , 
1 H) . 6. 8 8, 7. 4 2 (2 d, 
Q. 9 0 (s, 1 H) . 1 1 - 6 7 



(d d, 1 
5 7 H z) . 
1 H, J = 
4 . 3 0 ( d 
4 H, 
(b r s , 1 



4 - ( 3 - 1" y ^ 



ftfflW* 1 0- 1 6 7 9 6 5 
60 

' JbSEBWffc£*4. 



6 g«r» 



H, 
3, 
3. 
d, 
AO 
H) . 

[0 2 8 2] »6 3 

y^n u°y 1*9 v*/ 

^u^Tirb^^i^ 3-yp^7t^t'y^ 
^«rfflv\ 7fcH«Cb-CiilBB«JfK^4fcS:» 

[0 2 8 3] NMR (DM SO- d* ) 5 p pm ; 1 - 
9 4, 1.9 6 (2 s, 6H) . 7. 40-9- 03 

.(m! 4H, KVVM . 10. 7 4 (brs, 1 
H) o 

[0 2 8 4] 6 4 

4- (4-#/u#*^*=^) 

[0 2 8 5] NMR (DMSO-d« ) 6 p pm : 1 - 
94,1. 9 6 (2 s, 6H) , 7. 43 (s, 1 
H) , 7. 96 (d, 4H. 7*^) . 

[0 286] ^SMM 6 5 

BWflS'frttSrWfc. 

[0 2 8 7] NMR (DMSO- d* ) 5 p pm : 1 - 
3 2, 1. 3 5 (2 s, 3H) .1.93, 1. 94 

(2s, 6H) , 2. 5 6-2. 6 8 (m, 1 H) . 
2, 9 2-3. 0 0 (m, 1H) v 4. 18-4. 22 

(m, 1H) . 4. 8 8-4. 9 3 (m, 1 H) . 7. 
2 0-7. 31 ( m , 5H, 7 . 8. 46- 

8, 49 (m, 1H), 11- 62 (brs, 1H). 

[0 2 8 8) 3U£0J6 ; 6 

5 - (4-^v^^^V^) "2-tK7'// 

3l*«i^e»i6bfc5- (4 — 

-4-^->5. 3g(C0. 5N*»5 4nilSr»l*."C- * 



10 



20 



30 



*:. 

[0 2 8 9] NMR (DMSO- da ) 6 P P m ; 2 
9 2-3. 0 7 (in, 2H) . 4.. 51-4- 60 (b 
r t, 1H), 5- 05 (s, 2H) . 6-92 (d, 
2H, J — 8 - 5 7Hz) . 7- 10-7.. 17 (m, 
2H) , 7. 2 9- 7.. 4 7 (m, 5H) . 9 6 

(brs, 1 H) o 

[0 2 9 0] nt&WG 7 

2 - t K7/7 - 5 - -7 ft A"*^ 

^ss^]3 3r«*i^2-fy^^?^ k K,7:/y 

>._4 -^v«rffl*fl![»i LTJBW *K5«6 6i:B« 
d It JL15 B «Jft^**r»fco 
[0 2 9 1] NMR (DM S O - d « ) 6 p p m ; 2 . 
8 4-2. 9 4 (m, 1 H) , 3, 14-3. 3 0 

(m, 1H), 4.. 3 6-4. 4 2 (m, 1 H) . 7. 
05 (t, 1H, J-7. 2SHz) , 7. 30 (t,^ 
2H, J =7. 9 2Hz) . 7.. 55 (d, 2H, J- 
8. 2 5Hz) . 1 0- 1 3 (s, 1H) . 1 1- 77 

(d, 1H, J = 1 3. 8 5H z) o 

[0 2 9 2] 8 

2-^y^fl]ry^K7:/./-5- f.N- (2-> 

[0 29 3] NM R (DM SO d„) 6 p p m ; 1 - 
95 <s, 6H) .2-28 <s, 3H) ,2. 92 
(dd, 1H, Jgem-16. 49Hz, J = 9. 2 
4Hz) , 3. 25 (dd, 1H, J = 3- 96H 
z) , 3. 84 (s, 3H) , 4. 34 (dd, 1 
3 5-8. 0 9 (m, 3H, •7*-^*>) + 
(brs, 1H) . 11. 70 (brs, 1 



, 7. 
6 0 



40 



H) 
9. 
H) e 

[0 2 94] %1&m 6 9 

2-^ y?x3 Wrist Yy&S - 4- h V *7frJrvt 

^u/bTir hX^ftt^Ot-. 1 3, 3, 3- 

hi)7/Uto7thy^fflV\ USSF'J 1 7 i P#tX UT 

(0 2 9 51 NMR (CDG1-,) 5 p p m : 1 . 8 7 
3H) ,2-05 (s, 3H) , 7. 0 7 (t, 



(: 



1H) 



50 



1H) , 8. 54 (brs 
[0 2 9 6] UW§\ 7 0 



61 



A' £r £i v \ 



K7^ 



[0 2 9 7] NMR (CDCU) 6 p p m ; 1 - 2 6 
( t , 3H), 1.. 86 (s, 3H) , 2 04 Is, 
3M) , 3. 59 (2s, 2H) ,4.. 18 (q. 2 
H) . 6. 4 5 ( s , 1 H) o 

[0298] sitse*!? 1 

y =^Ty—^<DW& 

2_.< y^rn t'y^rVt: H 9 ^ ^*ta*Kfl- 

[0299] NMR (DM SO - do. ) 6 p pm : 1 - 
88 (s, 3H) ,1.92 (s, 3H) .3-46 

(s, 2H) x 6. 49 (s, 1H) . 11- 34 (b 
r s, 1 H) o 

[03 00] SHEW 7 2 

2-^o^fymK5^-5- (4 

(?§&?£ ; ^ pp*/^ : * * /— /u= 6 0:1) 

[030 1] NMR (DM SO- d r> ) 6 p pm : 1. 
6 5- 1. 6 8 (m, 4H) . 2. 26-2. 32 

(m, 4H) . 2. 85 (dd, 1H, J«4- 29H 
z, J = 13. 8 6Hz) . 2.. 94 (dd, 1 H, J 
= 4. 94Hz, J = 14. 18Hz), 4. 17 (b 
r t, 1H) . 5. 03 (s, 2H) , 6. 8 8 (d, 
2H, J = 8. 2 5Hz) , 7. 10 (d, 2H, J = 
8. 58Hz) . 7, 29-7. 4b (m. 5H) . 
7, 60 (brs, 1H), 10. 55 (brs, 1 
H) o 

[03 0 2] *J£#J 7 3 

✓ y ^ - 4 - * 

10 3 0 3] NMR (DMSO-d6 ) 6 p pm : 0. 
61-1- 09 (m, 10H) . 2. 86 (dd, 1 
H , J = 9 . 9 0Hz, ] = 16. 8 3 H z )■ , 3 - 1 
7 (dd, 1H, J = 3. 63Hz, J-16. 50H 
z) % 4. 29 (dd, 1H, J=3- 63Hz, J = 



10 



20 



(32) *SPt^1 0-167965 

62 

9. 57Hz) . 7. 05 <t, 1H, J -7. 26H 
z), 7. 30 (t, 2H, J = 7 5 9Hz) . 7. 
5 6 (d t 2H, .1 -7.. 5 9Hz) , 10. 10 
(s, 1 H) , 11- 6 7 (brs, 1 H) • 
[0 3 04] 7 4 

2 — *>0* i3^=3f ^ t K?/^ - 5 - (N — 7 

jgSS«9 6 7-C»5SLfc2-fc "K9:/-/-5- (N- ^ 

[0 3 0 5] NMR (DMSO-dr. ) 5 p p m ; 1 . 
0 7- 1. 7 6 (m, 1 OH) , 2 . 18-2. 2 6 
(m, 1H) , 2. 85 (dd, 1H, J = 9. 90, 
16. 83Hz) . 3- 17 (dd, 1H, J=3. 3 

0 H z , J-16. 1 7 H z ) . 4. 34 (dd, 1 
H, J=3. 30Hz, J=9- 23Hz) , 7.. 00 
-7.. 6 1 (m, 6H) . 10- 11 (s, 1 H) , 1 

1 . 7 8 (brs, 1 H) o 
[0 3 06] Hftffi 7 5 

5 _ (4 -^c>v?/U^^->*yU4C=i/i-T5 / -f'f-fl') ~ 

_ 5 - (4-y h^fy^/^^T^y^/u) ^ ^ 

iw x N f -^O-vz/UTf^e-V^/i-^— L — y ^> 

[0 3 0 7 ] fb-S-feA ; R f ffi : 0. 5 4 (v^^nd.y 
#1/ J ? y—jv= 9:1) 

NMR (DMSO-do) 5ppm; 1. 25-1. 7 
1 (m, 6H) . 1. 8 8 (s, 3H) . 1. 9 3 
(s, 3H) . 2. 9 4-2. 9 9 (m f 2H) . 3. 

8 9 (t, 1H, J = 4. 95Hz), 5. 00 (s, 
2H) . 7 . 2 2 (m, 611) . 7. 
H) x 10. 67 (brs, 1 H) . 

40 [03 0 8] ffc^B ; R f ffl : 0 . 

9 V : ^ /u=9 : l) 
NMR (DMSO-do) 6ppm 
0 (m, 6H) 

(s, 3H) . 



SO 



4 7 ( s , 1 

4 8 au y 

1. 2 5-1. 7 
, 1. 87 (s, 3H) . 1- 93 
2 . 9 1-2. 95 (m, 2 H) . 3. 



50 



50 (s, 1H) . 3. 8 9 ( t, 1 H, 

Hz), 7. 08 (brs, 1H> . 7. 

s, 1H)> 10. 67 (brs, 1H) C 
[03 09] MMM 7 6 

2->r try y - 5 - {2 



j = 4. 95 

4 5 (b r 



(33) 



63 



: 0 
(d, 



[0310] NMR (DMSO-de ) 6 p pm ; 0, 
8 7 (s, 3H) , 0. 89 (s, 3 H) . 1- 8 6- 
1. 94 (m, 1H), I- 88 (s, 3 H) .1-9 

3 (s, 3H) . 3. 88 (t, 1H, J =4. 6 1H 
z ), 7. 52 (s, 1H}, 10. 63 (brs ( 1 
H) o 

[ 0 3i i ] mmm 77 

5 _ y y -fv f /i>- y ^ ^ 11 K 7 ^ / 4 

* 9*V !) 4 -^V^'ISSJS 

[0 3 12] NMR (DM SO- d«% ) 5 p pm 
83 (d, 3H, J=6. 59Hz) , 0. 93 
3H> j=6- 93Hz) , 1. 8 9-2. 06 (m, 
1H) , J- «8 (s, 3H) , K 94 (s, 3 
H) . 3. 8 1 (d, 1H, J — 2 . 9 7Hz) , 7. 

4 1 (b r s , 1 H) . 10. 8 0 (b r s , 1 H) * 
[031 3 1 #*6(W 7 8 

2 fy/pt°yrVt [2- (N-7 

(Ig I ) N a - t e r t 

(Ch em, Ph a r m, B«l 1- , 1 9> 1708 
(1971)) 10g,r = !)W. 28g5W-t 
Kp^^yXMI7 4 /^6. 2 1 g^r^^f^*^ 

^^ /t — (£-2 5 0ml) <7?^fSt^KAb"^^iSUfc 0 

n -^^^oaiffid^HSS C"C, Na — t e r t — 

^ y^^x^^/b ii. 4 8 g £**#*lo 
10 3 14] NMR (CDC h) 5 p pm ; 1 - 4 6 
(s, 9H) . 1. 9 4 (m, 1 H) % 2. 3 2 (m, 
.2.46 (m, 2H) .3.74 (s, 3 
4. 3 8 Cm, 1H) , 5. 3 6 (b r s, 1 
7 0 7-7. 6 0 (m; 5H) . 8- 52 (b 
r s, 1 H) o 

[0315] (Xgll) Ig I -CR36 bfcfb^© 1 1 ^ 
4 2 g S: 4 . 5 N«ft;*l!t^*K^'HSfflE 3 5-mlfcSP' 

8. 9g£r#fco 



• 1H) 
H) . 
H) . 



10 



4$BH^ 10-167965 
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10 3 16] NMR (DMSO-d« ) 6 p pm ; 2. 
13 (m> 2H) ,2-59 (m, 2H) . 3* 7 4 

(s, 3H) , 4.. 06 (m, 1 H) . 7 0 0 - 7 
6 2 (m, 5H) > 8- 6 3 (b r s, 3 H) a 

[0 3 17] (Xfilll ) XSlI-C»»LfcL- (t- 

[0 3 18] NMR (DM SO- dr. ) 5 p pm ; 1 . 
88 (s, 3H), 1- 93 (s, 3H). 1- 87- 
2. 2 6-2. 4 8 (m, 2 
1 H, J - 5- 28Hz, J = 
0 1 (t, 1H, J =7.. 2 6 
2H, j - 7. 5 9H z) . 
7. 59Hz) , 9. 9 2 



2 .. 0 6 <m, 2 H) , 
II) , 4. 0 9 (d d, 
10. 5 6H z) s 7. 
Hz) v 7 . 27 (t, 
7. 5 9 (d, 2H, J 



20 



30 



40 



(b r 



1 H) 



50 



(s, 1H) , 10. 7 7 
[0 3 1 9] nM&)7 9 

I^Vfc: K^vV<f ^^v"y ^>-4-^> 

C) W2-^y/pt , !irVt F7^/-5-^ 

D) <o»JS 

[0 3 2 0] (k^C;RfI-:C. 60 {*s**n* 
$ V : > 9 J — -9:1) 

NMR (DMSO - d„ ) 5 p pm : 1 . 8 8 (s, 3 
H), L 93 (s, 3H) . 2. 7 6 (d, 2H, J 
= 5. 6 1Hz). 4. 19 (t, 1H, J = 5. 2 8 
Hz) . 5. 09 (s, 2H) . 7. 31-7. 41 
(m, 6 H) . 10. 65 ( b r s , 1 H) o 
[0 3 2 1 ] 4b^4ftD : R f W : 0- 5 1 (v?^oo>« 
? V : £9 9:1) 

NMR (CDC 1 i ) 6 p p m ; 2 . 0 2 ( s , 3 
H) . 2. 12 (s, 3H) % 2. 54 (dd, 1H, 
J = l 0. 5 6Hz, J = 17. 49H.z) . 3. 03 
(dd, III, J = 2. 97Hz, J = 17. 49H 
z) . 3- 74 Cs, 3H) . 4„ 28 (dd, 1H, 
J = 2. 6.4Hz, J = 1 0.. 56Hz)o 

[0 3 2 2] mmm so 

5 - *^#*v' / f /i'- 2 - 4 y/o ^ !) 7 V k K^*/ 

^t£P)7 9-c«3ebfc2--fyyo f K7// 

_ 5 _y h^r->^;/U7^^ /U^^/U^ ^ 9'l/V i^>-4 - 
IB B»<t-&» 

[0 3 2 3] NMR (DM SO- dr, ) 6 p pm ; 1 . 
8 8(s, 3H) , 1. 92 (s, 3H), 2. 61 
(dd, 2H, J=0. 99Hz, J=4- 95H 



(34) 



10-167 965 



65 



8 1 
4. 
(t 
H, 
7. 



z ), 4. 13 (t, 1H, J = 5. 28Hz) , 7. 
2 9 (b r s. 1H). 11- 5 5 (b r s, 1 H) „ 

[03 2 4i mmm si 

mmm 8 o -^kjs ufc 5 - # 2 - * y 

[0 3 2 5] NMR (DMSD-(Ib ) « P P m ? 1 • 
88 (s, 3H) , I- 91 (s. 3H) > 2. 63 
(d d. 1H, J = 6- 92, 1 5.. bOHz) , 2. 
(dd, 1H, J = 4. 9 5, 1 5- 8 3Hz) „ 
24 (t, 1H, J=5. 28Hz) . 7. 03 
2H, J = 7. 2 6Hz) . 7. 2 9 (t, 2 
J =7. 59HO, 7. 5 8 (d, 2H. J = 
59Hz) , 10. 01 (s, 1H) . 10. 74 
(b r s, 1 H) o 

[0326] ni&ms 2 

5 _ 0-7° a i tTy^A'/^Wvl'^ «?vu) -2- 

^gj&#J 8 0 "CKiS L-fc 5 -*/nJf=¥->^ 2 - W ^ 

^ey ^ 1 K7 :// * ? *V i» 4 

p^b t^T ^ *MS«9 

[0 3 2 7] NMR (CDCla) 6 p p m ; 0 . 50 
-0- 8 2 (m, 4H) , 2. 0 1 (s, 3 H) > 2. 
07 <s, 3H) > 2. 37 (dd, 1 H, J = l 0. 
2 3Hz, J = l 5, 5 1Hz) , 2. 5 9-2. 7 3 

<m, 1H), 2- 9 1 (dd, 1H, J =2. 9 7H 
z, J = 15. 84Hz) » 4. 29 (dd, 1 H, J 
= 2. 97Hz, J = 9- 9 0 H z ) <, 

[0 3 2 8] 21*605 8 3 

5 _ (4- < <y->t*v" ; V'>) 2— (4— 

^JS0fl 6 6 T'SSJt Lfc 5 - ( 4 - 

1 7.3mgS:f h7t Kp 75^1 0 ml SU«* 5 ia\<r>ig& 
*^T. till***-* 1 - h V 9*4 2ra 

8 Omg^^> injures 0*K *»t-ci tfUHWU 
S«a*«*WETfc»»U, i: 5?* * ° 

u m«*BE*« bfco jsse* -> y * v** ? * 

y-^=5 0 : 1 (V/V) jft£««l£.fc9»tHl~ ± 
12S^fk,-&^l8 2mg«r^fc„ 
[0 3 2 9] NMR (DM SO- do ) 8 p p m ; 2. 



10 



20 



66 

87 (dd, 1H, J=4. 61Hz. J = 14. 18 
Hz) , 2. 93 (dd, 1H. J=4. 95Hz, J 
= 14. 19Hz) , 4. 0 6 (b r t, 1H) , 5- 
05 (s, 2H) .5. 9 1 (s, 1H) . 6. 80 
(d, 2H, j=8- 58Hz) . 6. 99 (d, 2 
H, j=8. 2 5Hz) , 7. 3 3-7. 4 9 (m, 5 
H) 7 7 4 - /. 8 b (m, 4H) > 8. 9 3 

( s, 1 H) o 
[0330] WfeW 8 4 

2- (4-7th7i h'^V^^^^t ,f 7 , ' / >') 

- 4 —*\/<r>W(k 

[0 3 3 1 ] NM R (DM S O- d » ) 6 p p m ; 2 . 
05 (s, 3H) , 2. 78 (dd, 1 H, J=4. 9 

4 H z , J — 1 4 1 8Hz) ,2 9 3 (d d. 1 
H, J=4. 94Hz, J=14. 18Hz). 4. 0 

5 (t, 1H, J = 4. 95Hz) 
H) , 5 . 7 6 ( s , 1H). 6 . 
= 8.. 58Hz) , 7. 02 (d, 
Hz). 7. 3 1-7.. 45 (m, 

(d, 2H, J = 9. 24Hz) , 



. 5 . 0 2 ( s , 2 
81 (d, 2H, J 
2H, J =8. 5 8 
5H) , 7 .. 7 3 
7 .. 8 6 ( d , 2 



30 



H, j=8. 91Hz) . 8. 78 (s, 1 H) , 1 
0. 3 9 (s, 1 H) „ 
[0 3 3 2] H&W 5 

2 --f -J-fu try^Vfc K7'//- 5- CN- (1-7 
4 -si-XOgf it 

^0fl8 O^KfcLfc. 5 ^/l*- 2 —< y 

•?<a f y 7-' v t K7 -/ / w 5 y->'y-4 -t^su 5 

[0 3 3 3] NMR (DM SO- dr. ) « p pm ; 1 - 
34 (d. 3H, J=6. 93Hz) . 1- 88 (s, 
3H) ,1. 9 1 (s, 3H) , 2. 36-2. 4 9 
(m, 1H) . 2. 5 1- 2. 6 8 (m, 1 H) , 4 . 
15 (brt, 1H) . 4. 8 8-4. 9 1 (m, 1 
H) % 7. 08 (d, 1H, J=27. 71Hz) , 
7. 18-7. 31 (m, 5H) , 8. 38 (d, 1 
H, j = 7. 59Hz) , 10. 73 (brs, 1 
H) o 

[03 3 4] mn&m 8 6 

5 _ ( 4 _^ - 2-fy7*ofi)7 

50 [0 3 3 5] NMR (DMSO - do ) 6 p pm ; 1 . 



40 



(35) 



67 

92 (s, 3H) , 2. 75 
93Hz, J = 1 4 - 8 5H 
x Ht j — 4. 2 9H z, J 
14 (dd, 1 H, J =4. 6 
. 6 - 8 0 ( s , 1 H) , 
5 4 (s, 1H) , 10. 



8 7 (s, 3H) v 1. 
(dd, 1H, J=6- 
z) , 2. 97 (dd, 
14. 8 4H z) s 4. 
2Hz, J = 6~ 93Hz) 
7. 26(s,lH).7- 
7 0 (b r s , 1 H) o 

y y v^'- 4 -tf vcajRig 

4 -r * z^&gK^^^^^^^^ 9 ^ 2 ~ T 

10 3 3 7] NMR (DMSO- d.« ) 5 p pm ; 1 . 
93 <s, 3H) .1-94 (s, 3 H) .2-99 

1H, Jgem=l 6, 49Hz, J-9- 2 
, 3. 17 (dd, 1H, J =3. 6 2H 
8 4 (s, 3H) . 4. 3 2 (d d> 1 
19-8. 09 (m, 4H, ~7 ^^^) . 1 
(b r s, 1 H) . 1 1 • 7 1 (b r s t 1 



10 



(d d, 
4Hz) 
z) . 3 
H) . 7 
0.5 6 
H) o 

[o 3 3 8] mews 8 

fc. 

[0 3 3 9] NMR (DMSO-drJ 6ppm; 1. 
94 (s, 3H) . 1. 95 (s, 3H) .3-04 

(dd, 1H, Jgen)=16, 67Hz, J = 8 . 9 
1Hz) . 3. 22 (dd, 1H, J = 3. 96H 
z ),4. 34 (dd, 1H) . 7- 1 4-8. 39 

(m, 4H f -7=-*) .11-14 (b r s, 1 
H) , 11. 90 (brs, 1 H) o 

[0 3 4 0] |gJ6«8 9 

5- CN- (5 2-^f/^x=^) # 

/^^/u^^) - 2->fy^r!;f>tK7^ 

11160(6 8-e«SSL«:2-^y^o try^vk 

_ 5- [n~ (5-> h^v-^/^^/i— 2-7*^*7 

[034 1] NMR (DMS O- d © ) 5 P P m ; 1 . 
95 (s, 6H) . 2. 27 (s, 3 H) . 2. 91 
(dd, 1H, Jgem=16. 50Hz, J = 9- 5 



20 



30 



40 



50 



4$Bfl3£ 1 0-1 6 7 9 6 5 
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7Hz) . 3. 24 (dd, 1H, J-3. 63H 
z) v 4. 34 (d d, 1H) . 7. 32-8.. 09 

<m, 3H) .9.-5 9 (b r 5, 1H), 12. 00 

(brs, 1 H) o 

[0 3 4 2] 3?t£W9 0 

5- [N- (3, 4-^ h^r>>^^--/U) #^^-f 
4 —7* / 3c .g. # -n ^ /l- ^ ^ ^ ^ O ft ^ i ' 3 , 4 - 

[0 34 3] NMR (DM .SO-dJ 6 p P m ; 1 . 
94 (s, 3H), h 95 (s, 3H) , 2. 83 

(dd, 1H, Jgem=16.. 49Hz, J = 9. 5 
7Hz) . 3. 12 (d d, 1H, J =3. 96H 
z) . 3. 7 1 (s, 3H) .3.72 (s, 3 H) . 
4. 3i (dd, 1H) , 6. 86-7. 2 9 (m, 3 
H) > 9 . 9 8 (brs, lH) , 1 1 - 69 ( b r 
s, 1H) o 

[0 3 4 4.1 *SiW9 1 

-2-4 y^pfyfyt Y^f J 
fry!) s^- 4 -rt^-oSisfi 

08 9 irH«{--L"CJiEBWft-&*«:»fco 
[03 4 5] NM R (DM SO^d«v) 6 p p m : 1 - 
20 <t, 311) .1.92 <s, 3H) .1.95 
(s, 3H) , 2. 87 (dd, 1H, J = 9. 90H 
z) . 4. 1 5 (q, 2H) .4.46 (d, 2H, J 
-2. 97Hz) . 4. 54 (dd, 1 H, J - 3 . 6 
3Hz) . 7. 0 3-7. 5 7 Cm, 5H, 
/U) . 1 0 . 16 (brs, 1 H) „ 

[0346] m&m 9 2 

2-^y7 P nt:'!jf>t K7v f /"4- (3-^^ — 
AO ^7 if — /K^^Js 

[034 7] NMR (CDCU 6 p pm ; 1 . 85 
(s, 3H) . 2- 04 (s, 3H) . 6. 7 2 (s, 

1H) , 7. 0 0- 7. 3 3 (m, 3 H, ^-^) . 

8 . 6 6 (brs, 1 H) 0 
[034 8] 9 3 

4 - [N- (3, 4 h^7x=/V) 

/p^-^/u] -2«^y^Dti o y^>'ii K7^^ry- 
m&m 7 i -crjs l«: 4 - 2 - -< y 

t*y K7^y^ t> 3 , 4-v^^ h 



(36) 



69 

[0 3 4 9] NMR (DMSO-de ) 6 p p m ; 1 - 
88 (s, 3H) .1-92 (s, 3 H) .3.52 
(b r s, 2H) ,3-71 (s, 6 H) .6-51 
(br s, 1H) . 6- 8 6- 7. 3 3 (m, 3H) . 
9, 92(brs, 1H), 10. 4 6 (brs, 1 

H) o 

[03 5 01 9 4 

2_^y7 P nt°llf>t K7^y~4- (2-^7;/!* 
yi/j ^7 — A^'(D9ii& 

fc. 

[0 3 5 1 J NMR (DMSO- d « ) 6 p pm ; 1 - 
94 (s. 3H) ,1.96 <s. 3H) .7.39 

(s, 1H), 7. 69 (d, 1H, J = 3. 1 3H 
z) . 7. 85 (d f 1H), 10. 88 (brs, 1 
H) o 

[0 3 5 2] 5 

4 -y #/w<^/i< 

nmm s o -c«ss u*: 5 - * 2 — < y 

2 - r =: / - & - y ^Sc&S** ^jc^ 7 a^-js** 

[0 3 53] NMR (CO.CU) 6 p pm ; 2. 0 2 

(s, 3H) . 2. 08 <s, 3H) . 2. 34 (s, 
3H) . 2. 6 6 (dd, 1H, J = l O. 89Hz, 
J = 1 6 . 4 9 H z ) . 3. 21 (dd, 1 H , J = 
2. 31Hz, J = 16. 50Hz) .3-92 (s, 
3H) > 4- 4 4 (dd r 1H, J = 2. 31Hz, J 
= 10. 89Hz) . 6. 87 (s, 1 H) . 7. 26 

(s, 1H) . 7. 37 (dd, 1H, J = l- 97H 
z> j=8. 5 7 H z ) . 7. 8 4 (brs, 1 HK 
8. 5 1 (d, 1H, J = 8. 5 8Hz) . 11- 07 

(brs, 1H) 0 

[0 3 5 4] Hffiffl 9 6 

5 _ (n- (i h^rv^/l^n/U— 3— y ^V^^* 

4-7;; ge&S*^ 8 ^* 1 * TvVOftfo 9 L - n -Y 

[03 5 5] NMR (DM SO- do ) 6 p pin ; 0. 
82-0. 91 (m, 6H) . 1. 15-1. 22 
(m, 3H) , 1. 44-1. 91 (m, 3H) . 1. 
94 (brs, 6H), 2. 63 (ddd, 1H, J = 
2. 31Hz, J = 10. 22Hz, J-16. 16H 
z) , 2. 95 (dd, 1H, J-3. 30Hz, J = 



10 



20 



4$Bf]¥i 0-167965 
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16. 16Hz) . 4- 03-4. 12 (m, 2H) . 
4. 13-4. 24 (m, 2H) . 8. 43 (dd, 1 
H, J =5- 27Hz," J = 7. 5 8Hz) , 11. 6 
5 (brs, 1 H) p 
[0 3 5 6] HJSW9 7 

5- [N — (3-xh^i/^/^/U7x-^) #/W< 
4 - T ^ / ^SS^^^A'^^^'^ft* 0 ^-3-7^ 

[0 3 5 7] NMR (DM SO - d„) P pm ; ^ . 
3 2 (t, 3H) . 1. 9 4 (s, 3H) . 1. 9 5 
(s, 3H) , 2. 9 0 (dd, 1H, j.gem=l. 
65Hz, J = 9 24Hz) , 3 - 17 (dd, 1 
H, J =3. 9. 6 Hz) s 4.. 2 5-4. 3 7 (m, 3 
H) v 7. 15-8. 2 5 (m, 4 H, . 1 

0. 36 (brs, 1H), 11. 70(brs t 1 
H) o 

[0 3 5 8] HSSff49 8 

5- { N — [ l -3i h*->jS7^=/^- 2- (4--0 

v/yu-L-^P ->>-ni^/U3i^-r/u^fflV\ 9 >: 

[0 3 5 9] NMR (DM SO - dJ 6 p pm : 1 . 
11 (t, 3H, J = 6. "9 3 Hz) . 1- 9 3 (b r 
6H) .2.51-2.62 (m, 1 H) . 2.. 6 
5-2. 9 8 (m, 3H) . 4. 03 (q, 2H, J = 
7. 26Hz) . 4.. 14 (dd, 0. 5H, J = 3. 
63Hz, J =9. 8 9Hz) . 4. 18 (dd, 0. 
5H, J = 3. 63Hz, J-9. 89Hz) . 4- 3 
1-4. 4 0 (m, 1H) . 5. 0 6 (s, 2 H) . 
6. 32 (d, 2H, J-8. 57Hz) . 7. 13 
(d? 2H, J=7. 26Hz) . 7. 14-7. 44 
(m, 5H) ,8- 52 (d, 1 H, j = 7. 92H 
z) % 11. 65 (brs, 1H) 0 

40 [0 3 6 0] mmm.9 9 

5 - { N — (1 -i3tui£**s- 2- (4 --O-^^"^ 

*tt«9 81?»3iU*:5- <N- [i-^h*->*/^# 
2- (4 -^^**v'7s^^) ^7 

1 4 tmmi^i-x ±mnft<k&&*^» 

[0 36 1] NMR (DMSO - do ) 5 p pm ; 1 
50 9 3 (brs, 6H), 2. 53-2. 65 (m, 1 



30 
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0 1 On, 3H) , 4. 15 (d 
96Hz, J = 10. 2 2Hz, 
% 4. 3 0-4. 34 (m, 1 
2H) , 6. 90 (d, 2H, J 
2H, J — 8 - 5 8 
5H) .8 2 7 



H).. 2. 7 5-3. 
d d, 1H, J = 2. 
j = 2 2- 4 3H z) 
H) . 0- 0 5 (s , 
= 8. 58Hz) .7.12 (d, 
Hz) . 7.. 2 9- 7- 4 4 (m, 
(d t 1H, J = ? 9.2Hz) . 

10 3 6 2] mmm i o o 

h*S/#^sK=*-2- (3-^VKy^) * 

^/<^^/u^^/H try y 4 

•y h -p 7 > / ^ y v v nmm 9 £ is« 1* 
x hKBWffr&#*»fc- 

[0 3 6 3] NMR (CDCI3) 6 p pm ; 1 - 93 
<s, 1H), 1. 9 8(d, 3H, J = 3. 6 3H 
z) * 2. 5 1-2.. 6 0 (m, 1 H) . 2. 8 9- 
2. 97 Cm. 1H), 3. 21-3- 24 (m, 2 
1 7 (m, 1H) 



. 4 
9 0 
. 7 
7 3 



1 3 - 4 . 
(m, 1 H) 
, 23-7. 
(m, 1 H) 



. 6 
3 5 
. 8 



7 9-7.. 
(m, 2H) 

8 9 (d, 



. 4. 
1 0 
v 7. 
1H, 



8 4- 
(m, 2 
6 7- 
J = 1 



9 4 
H) 
d d 

J.- 



10 



20 



H) 
4. 
H) 
7. 

2 . 2 0 H z ) o 

[03 64] mrnm 1 o i 

5 _ :(l -^7/i>^^v—3-^^^^) ^ 

<< ~ 2 - -f V-/P fcT ?J t ✓ / ^ 

7V y — 4 -tv<7)SI 

i»]9 6«U5- [N- 

3 -/^/K/^vt') ^/u^^e-f ^^^-^3 _2 r" 
^/nnrVt K7y^-T/y-^-4-^?r 30 

[0 3 6 5] NMR (DMSO— d« ) 5 p pm ; 0. 
8i-G. 89 (m, 6H) . 1- 46-1- 51 
(m, 2H), 1. 57-1. 68 (m, 1H) , 1. 
94 <b r s. 6H) . 2. 4 9-2.. 6 6 Cm. 1 
H) . 2. 95 (dd, 1H, J=3. 30Hz, J = 
16. 4 9Hz) , 4. 17-4. 23 (m, 2 H) . 
8. 27 (dd, 1H, J-5. 28Hz, J = 7. 9 
1Hz) o 

[0 3 6 6)-SUfiWl 0 2 

5 _ < N _ (i-^/U^^v—2- (3-^>K'M) 

£1K«1 00T«Lt2-^f y^f!ifyt 
y - 5 _ IN- [1-y Y**/Xfri&~ti"- 2- (3- 

[0 3 6 7] NMR (DMSO-do ) S p pm : 1 . 



(b r s, 6H) 
. 2. 8 9-3.. 
. 1H, 1 = 3. 
2 2. 4 3Hz) 



2. 5 3- 2. 6 7 (m, 1 
24 (m, 3H) , 4.. 18 (d 
30Hz, J = 10.. 22Hz, 

4 „ 4 4-4. 51 (m, 1 
15 (m, 3H) s 7. 3 3 
9 2H z) . 7. 5 3 (d, 1 
% 8. 3 8 (d, 111, J- 
85 (s, 1H) , 11. 76 



H) . 6- 9 5-7 

(d, 1H, J-7 
H, J = 7. 5 8Hz) 
7. 5 9 M z ) . 10.. 

(b r s , 1 H) o 

[0 3 6 8] mmm i o 3 

5 _ (N- (3-*^*^ ">7s-^) TJ/Lv^ -f A-y 
^■/u) 2 — Y V 7^ t: e 9 ^ t V ^ y ^ 

y-r>e K^y yf7-/!i^-4 -*>$:ltimWMt 

10 3 6 9] NMR (DM SO- do ) 6 p p m : 1 
94 (s, 3H) .1. 95 (s, 3 H) . 2. 90 

(dd, 1H, Jgem=l6. 50Hz, J=9. 2 
4Hz) , 3. 17 (dd, 1H, J=3. 96H 
z) . 4. 34 (dd, 1H) , 7. 40-8. 22 

(m, 4H, 7x^) . 10- 3 2 (brs, 1 
H) o 

[0 3 7 0] HJffi^n 0 4 

v^w t°y r> t: K7//- 5 [N (2 - y 
h ii /u ^ r=. ^ ^^l- 7 ^ ^ /i') * <^-f ^ ^ *r 

[0 3 7 1] NMR (DMSO - d« ) 6 p pm ; 1 . 
94 (2s, 6HK 2. 81 (dd, 1H, Jgem 
= 16. 17Hz, J==9. 90Hz) . 3. 16 (d 
6 3Hz) . 3. 6 0 (s, 3 
2H) % 4. 29 (dd, 1 
3 7 (m, 411, 7ii^) , 
1 H) , 11. 6 9 (brs, 1 



H) 
H) 



1H, J =3. 
, 3. 68 (s, 
. 7. 16-7 
6 0 (brs, 



40 H) 



50 



[0 3 7 2] jlJS-M 105 
5- (N — (2-^^^^r^y ^-/b^^^/u) 

y 4 -^-><30§Jf3t 

Xttfll b4*«JtL*:2->f ^tf^fVt 
/-5- [N— (2-n^^^^ /l/7:,:;: 

/p) ^/u/^^/m^a-] 7"7/yvy-4-^>S:aj 

[0 3 7 3] NMR (DMSO-d« ) 6 p pm ; 1 . 



(38) 
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94 (s, 6H) . 2. 83 (dd, 1 H, Jgem- 
16. 50Hz, 89Hz), 3. 17 (d 

d, 1H, J = 3. 63Hz) , 3. 5 4 (s, 2 
H), 4. 31 (dd, 1H) . 7. 07-8. 20 
(m, 6H), lO. 33 (brs, 1H) . 

[0374] nmrn 1 o 6 

£4 7*#4 9 286 (19 8 2+F) 
KS*L/r*»^J:9»»Ufc>^ 2 (S) -U^ 
^^W-Hg»y^J>0-, 69g«:7h 

8tt^#W5K!t8*2. 5 9g£#nx.*: 0 10% 
pH^4-5I:^> SM^iO^WSe 

»Kfcbr^^ 2 CS) -fcKP^>-N-7*= 20 

[03 7 51 NMR (CDClo) f> P p m ; 2 . 8- 
2, 9 (m, 2H) , 3. 83 (s, 3H) . 4. 5 8 

(dd, 1H, J — 9HH Z , J = 3. 96H 
z ) 7. 0 8-7- 5 1 (m, 5H, 7 *~»>) , 
7.. 8 7 (brs, iH) „ 

[0 3 7 6] (IS2) X«n?J8ffil.*:ft:^*Sf*ft 

1. 4 1 m K Rl^X-y ^V^A-*-^ n y KO. 7 
8m 1 tW&TJCI 0^Pfl«*Lfco SD5*«r 30 

o. inm, ny? 

tUt, y^/W 2 (S) 

[0 3 7 7] NMR (CDCU) 6 p pm ; 3- 03 
-3. 0 5 (m, 2H) , 3. 17 (s, 3H) , 3. 
8 5 (s, 3H) . 5. 4 6-5. 5 1 (m, 1 H) . 
7. 13-7. 52 (m, 5H, y =t:^) . 7. 5 8 

(brs, 1 H) o 

[03 78] (Xfi 3) 112 -C» Jt LfcflS***^ * 4 <> 
y-/U2 0mlt:«)»U rtfyfrt?*^^ 

3*IB»!RaWE^fc. R*S«8:»»U W^ti^ 
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2-^y/Dt e !)r>t K7//-5 (S) - (N-7 

y*vU 2 (S) -tKD^^^-WftfeO 
td/^/l' 2 (R) -tKa*'^^^-F*ffi 

[0 3 8 1 ] («),> nn «-2. 5 8° (C-l- 5 

0, ^ V=7 \L Yv-7=7>} 

NMR (DMSO-dn) «3E««i^ i»I3 3T« 
[0 3 8 2] mMm 1 0 8 

5 [N (4 ?D;i'-2-,n d r^/'^"'^7j 

[03 83] NMR (DM SO - do) 6 p pm 
9 3 (s, 3H) , K 94 (s, 3 H) , 2. 

1 H r Jgem=16. 5 0Hz, J = 



[0 3 7 9] (al D **=+2. 6 1 
3, *r t Kd'77^) 
NMR (DMSO-do) SfeffittU 

[0380] 107 



(C = 1 . 5 



HSS0*i 3 3 t?Wk 



2-r 
. mm 

: 1 . 
9 8 
8. 9 



3- 2 0 <d d, 1H, J =3. 9 6H 
8 4 (s, 3H), 4. 3 1 (dd, 1 
6 5-8. 0 6 <m, 3H, ^^-/u) , 
(bis, 1 ID > 11- 71 (brs, 1 



50 



(d d, 
0 H z ) , 
z) ♦ 3 
H) , 7. 
0. 5 0 
H) o 

[0 3 8 4] ^££#J 109 

SgJfeWl 0 8t?«!ieLfc5- CN- (4-^o/i.-2- 

>S:ttl«W»i: L-Cfflt^ USSffi 1 4 £ P1ftC LT. -b 

EB»f't**&»fc. 

[03 8 5] NMR (DM SO-d<0 6 p pm : 1 - 
93 (s, 3H), 1. 95 <s, 3 H) , 2. 98 

(dd, 1H, Jgem=16. 50Hz, J = 9- 0 
8Hz) r 3. 17 (dd, 1H, J-3. 9611 
z), 4. 32 (dd, IH) , 7. 49-8. 40 

(m, 3H, , 12. 49 (brs, 1 

H) o 

[0 3 8 6] HJ6W1 1 0 

2-^y/ptry-r>t K7 % //-5- CN- (2, 3 
4 

[0 3 8 7] NMR (DM SO - d «0 5 p p ra r. 1 . 
9 4 (s,6H),2. 06 (s, 3H),2. 24 
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(s, 3H) , 2- 85 (dd, 1H, J=9- 9 OH 
z, J-16- 17Hz), 3- 18 (dd, 1 H, J 
-3. 63Hz, j = 16, 1 7Hz) , 4. 32 (d 
d, 1H, J-3- 95H2, J = 9* 56Hz), 
6. 99-7. 14 (m, 3H) , 9. 53 (s, 1 
H) , 11. 6 7 ( s , 1 H) o 

[0 3 8 8] ^tfefcJ 1 1 1 

5 _ (h- (2— 7 s ?~A'* s f-A') j3)\" < =t<< t^**f~ 

[0 3 8 9] NMR (DMSO-do) 5 p pm : 1 * 

94 (2s, 6H) , 2. 62 (dd, 1H, Jgem 
= 16. 17Hz, J = 9- 57Hz), 2. 94 (d 
d, 1H, J-=3~ 9 6 Hz) , 4. 2 1-4. 3 4 

(m, 3H) , 6. 2 5-7. 5 8 (m, 3H) , 8. 
5 0 (t, 1H, J = 5 2 8 Hz) , 11- 7 1 (b 
r s , 1 H) o 

[0390] nmm 1 1 2 

5 - (N- (2, 6 -^f^j^) jjA"<=e4A' 
-2 — ry/Df!ir>fc K7//f7/yv ; 

4-7^; /^c&#»3i^-/W3c.^^/K^ft*> , ?lw v 2, 6 

[03 9 1 ] NMR (DM SO— d 6 ) 5 p pm :. 1 

95 (s, 6H), 2. 13 (s, 6H) , 2. 8 5 
(dd, 1H, J = 9- 57Hzi J-16. 1 7H 

z) , 3. 18 (dd, 1H, J = 3. 96Hz, J = 
16. 17Hz), 4. 33 (dd, 1H, J-3. 6 
3Hz, J=9. 56Hz) , 7. 06 (s, 3 H) , 
9. 44 (s, 1 H, ) , 1 1- 6 8 (b r s, 1 
H) 0 

to 3.9 2] mmmi 1 3 

2 — ryypfyfvt [n- (2-y 

4 -X ^ / ^Bf g?xf /l/X7f;KOft^ ^ 3 -T 

16M 9 1 mm^ u*r ±e a tfrffc*»«rff fc. 

[03 9 3] NMR (DMSO-de) 5ppm: 1. 
94 (s, 3H) ,1.95 (s, 3H) , 2. 96 

(dd, 1H, Jgera=16. 82Hz, J = 8. 9 
1 H z) , 3. 8 2 (s, 3H) , 3. 9 2 <s, 3 
H) , 4, 32 (dd, 1H, J-3. 95Hz) , 
7. 15-8. 6 2 (ra, 3H, V , 9. 53 

(brs, 1H), 11- 6 9 (brs, 1H) „ 

[03 94] nmm 114 
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5- (N - (5 2-* h*is7^ — fr) 
i3;U/^4 /u^^/u) -2 — fy^pf!)f>tK7/ 

^IfeHl 1 3T?»JSLfr y7nt e 'Jf>t K9V 

^?rW?^ilXffl^^ ^JfetfJl 4 £H«U:L C. 

[0 3 9 5] NMR (DlylSO-do) 5 p p m r. 1 . 
10 9 4 (s, 3H) , 1. 9 5 (s, 3 H) , 2. .9 5 

(dd, 1H, J gem- 10- 82Hz, J = 9 .. 2 

4 Hz) , 3. 2 8 (d d, 1H, J-3- 63H 
z) t 4. .3 1 (dd, 1H) , 7. 11-8.. 5 7 

(m, 3H, -7ol?z.j\s), 9. 5 0 (brs, 1 H) 0 
[03 9 6] Mffi®l I 1 5 

5 - [N- (4, h**>-2-^ h*^**-* 

y /VI: K7//77^/!l 4 -^V 

20 ?y-4, 5-vo< h ^tf 1^^^^ ^ T^Jrffl 
l\ ||16ffiJ9^R«ULTJtlBBftlt'fr«»*»*io 
[0 3 9 7] NMR (DMSO-dJ Sppm: 3. 
33 (t. 3H, J-6. 93Hz), 1. 9 3 (s, 
3H) , 1. 95 (s, 3H) , 3. 01 (dd, 1 
H, J =9. 2 4 H z , J = 1 6.- 8 3 Hz) , 3. 2 
0 (dd, 1H, J = 3. 96Hz, J = 16. 83H 
z) , 3. 7 7 (s, 3H) , 3. 8 1 (s, 3 H ) , 
4. 2 7-4. 3 5 (m, 3H) , 7. 3 9 (s, 1 
H) , 7. 9 8 (s, 1 H) , 10. 7 3 (s, 1 
30 H) , 11- 7 1 (brs, 1 H) 6 
[0 3 9 8] *Ml&m 116 

5 - [N- (a-*^#^->-4, hX-i/*?*. 

#/w<^ /i^ *f-?V\ — 2-4 Wrist 
K7 x //f7y i) 4 
WKWl 1 5-C«JgUfc5- [N- (4, 
>— 2 h^ry^W-/l>7x^^) #/W*^E-^ 

40 [0 3 9 9] NMR (DMSO-dr,) 6 p p m : 1 . 
94 (s, 3H), 1- 95 (s, 3H), 3. 02 
(dd, 1H, J = 8. 91Hz, J = 16- 5 OH 
z), 3. 19 (dd, 1H, J =3. 96Hz, 1 
6. 83Hz) , 3. 76 (s, 3 H) , 3 . 8 1 
(s, 3H) , 4. 33 (dd, 1H, J=3- 63H 
z, 8. 90Hz) , 7. 44 (s, 1H), 8. 18 
(s, 1 H) , 11. 5 4 (brs, 1 H) o 
[0 4 0 0] HtSWl 1 7 

5- (N- (2--<V^U^^f UiitViZ-fV- 1 (S) 



(40) 
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4-* 



2-"< yyvt m !)<r>t K7 

is 

[04 0 1] NMR (DMSO-d G ) 6 p pm * 1 
92 (s, 3H), I- 93 (s, 3H), 2. 57- 
2; 9 9 (m, 2 H) , 3- 6 1 (s, 3 H) f 4. 1 
8-4. 3 5 (m, 1H), 4. 6 9 (dd, 1 H, J 
= 6. 93Hz, J=13. 53Hz), 5. 11 10 
(s, 2H), 7. 36 (Irs, 511) , B. 65 
(dd, 1H, J-3. 30Hz, J = 7. 59H 
z) , 11. 6 7 (brs, 1H) „ 

[04 02] mmm \ 1 8 

.«lcb-r±BBW{b*WSr»fc. 20 
[ 0 4 O 3 I NMR (DMS.O- do) 6 p p m : 1 - 
10-1. 14 (m, 3H) , 1 . 93 (s, 3 H) , 
1. 9 4 (s, 3H) , 2. 6 6-2. 7 6 (m, 1 
H) , 2. 9 9 - 3. 0 9 Cm, 1H) , 4. 0 4- 
4. 13 k 2H), 4. 15-4. 25 (m, 1 
H) , 5. 38 (t, 1H, J=5. 27Hz) , 7. 
38 (s, 5H) , 8. 91 (i, 1H, J = 6. 27 
Hz), 11- 65 (brs, 1 H) 0 
10 4 0 4] mi&ffl 1 1 9 

5 _ [ N - (a-^/^^^^v?/^) #/W<^^* 30 
- 4 — #V 

^fe^Jl 1 8T'ISilLt5- (N — (a-^H^v'**' 
7}-:r:/^^^/V) »;w^^;I/^ ^As- 2-4 Vrf* ^ 

[0 4 0 5] NMR (DM SO- d «) 6 p p m : 1 - 
9 3 (s, 3H) , 1. 9 4 (s, 3H) , 2. 6 9 

(dd, 1H, J=10- 23Hz, J = 16. 50H 40 
z) , 3. 07 (dd, 1H, J = 3- 63Hz, J = 
16. 83Hz) , 4. 22 (dd, 1 H, J = 3i 6 
3 Hz, j = iO. 2 2 Hz), 5. 34 (d, 1H, 
J = 7. 59Hz), 7. 32-7. 39 (m, 5 
H), 8. 8 4 (d, 1H, .1 = 7. 26Hz) 0 

[0406] mi&m 120 

5- [N— (2-tKo^>-5-^h^>^^ l/ 



»BH¥ 1 0- 1 6 7 9 6 5 
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[0 4 0 7] NMR (DM SO - do) 5 p p m : 1 . 
94 (s, 3H), 1. 95 (s, 3H) , 2. 97 

(dd, 1H, Jgem=16, 82Hz, J = 9. 2 
4Hz), 3. 28 (dd, 1H, J = 3. 9 6H 
z), 3. 00 (s, 3H), 4. 33 (dd, 1 
H) , 6. 9 4-8. 5 4 (m, 3H, ~P ^=-M , 
9. 47 (brs, 1H) , 10. 83 (brs, 1 
H) , 11.. 6 9 (brs, 1H) C 

[0 4 0 81 36*509-1 2 1 

5- (N- (5-^/*/-2-tKu^y7x^ 

%ttHl 2 ■OTRStbfcS- [N- (2-tFP^- 
,1/1 - 2-^y/Df!iT>tK7 4 //f7^!ly>- 

[0 4 0 9] NMR (DMSO-dJ S p pm : 1 . 
94 (s, 3H) , 1. 95 (s, 3 H) ,2.98 

(dd, 1H, J- 16. 4 9Hz, J =8. 9 1H 
z) , 3, 2 7 (.dd, 1H, J = 16. 4 9 Hz, j 
= 3. 96Hz) , 4.. 32 (dd, 1 H, J=8. 9 
1Hz, J =3.. 96Hz) , 6. 99-8. 74 

(m, 3H) , 9.. 4 8 (brs, 1 H) , 10. 8 6 

(brs, 1 H) , 11. 5 2 (b t s , 1H) , 

[0410] msgm 122 

5- (N- (4 - "7x- fr) ^^Wf 

M - 2.--T yy^aifv rye i^^/fT/U^ 

4 

;vtD7^!;>W\ 3Bfc«9£[B«l£bX:J:EBW 

[0411] NMR (DMSO- d<0 6 p pm : 1 - 
9 4 (s, 3H) , 1.. 95 (s, 3H) ,2.85 
(dd, 1H, Jgem=16., 4 9Hz, J =9- 2 

4 Hz) , 3. 14 (dd, J = 3. 96Hz), 4. 
32 (dd, 1H) , 7. 11-7. 60 (m, 4H, 
~7^~/\s) , 10. 17 (brs, 1H), 11. 69 

(brs, 1 H) o 

[0412] mmmi 2 3 

5 - (N- ( 2 -#/L-^^>- 4-^f^7xn;V) # 

^Ouy^vlO -2-^y/nt'UT>t K7'/y 

mMmS 0-C'KiaLfc5-^/^^->7«^~2-^ y 

2 — T ^ y — 5 ^vi^*7^£:ttH£ 
J§S»*L-CffiV\ 5HS«9tra«*wL-c. 2-^y^o 
fijryi: K7//-5- (N— (2-;* h^v^/i^ 
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[0 4 13] NMR (DM5 O d «) 5 p pm : 1 - 
89 (s, 3H) , 1.91 (s, 3H) , 2- 29 

(s, 3H) , 2. 77-2. 81 <m. 2 H) , 4. 
25 (t, 1H, J = 5. 61Hz) , -7. 38 (d 
d, 1H, J = l 98Hz, J=8. 57Hz) , 
7.7 8 (d, 1H, J = l- 98Hz) , 8. 3 1 

(d, 1H, J = 8.. 25Hz) , 1 1- 1 3 (s, 1 
H) o 

,10 4 14] 9£ft04 124 

5 __ [ N _ (4-tKB^-2-n^*^# ::/l ' 
4 _r ^ /^^^k^^j^^J-j^o^Wio'O (c. 2-T 

10 4 15] NMR (DMSO - do) 6 p pm ; 1 - 
9 3 (s, 3H) , 1- 9 4 (s, 3 H) • 2. 8 8 

(dd, 1 H, Jgem=16, 50Hz, J=9- 2 
4Hz), 3. 13 (dd, 1H, J = 3. 96H 
z ), 3. 81 (s, 3H) , 4. 28 (dd, 1 
H) ♦ 6. 9 6- 7 7 4 (m, 3H, -fxi^M , 
9. 69 (brs, 1H), 10. 15 (brs, 1 
H) , 11- 6 8 (brs, 1 H) v 

[04 1 6] -HlfeWl 2 5 

^) */w<*-Y^^-/v) -2--r y^n try^xt k 

*J6«1 2 4T94i6Ufc5- CN- 

[0417] NMR (DMSO-de) 6 p p m : 1 . 
9 4 (s, 6H) , 2. 9 3 (dd, 1 H, J g e m = 
16. 50Hz, J=9. 23 Hz), 3. 14 (m, 
1 H) , 4 . 2 9-4. 31 (m, 1H) , 6 . 9 7- 
8.0 9 (m, 3H, 7*^) , 9. 6 0 (b r s, 
1H) , 10. 6 7 (brs, 1H), 11- 6 8 (b 
r s , 1 H) 0 

[0418] mSffl 126 

5- [N- C4- [ (6 -Tir r^v/- 2 T 5, 7, 8 

oshioka, T. Fuj i t a, T. Kana i, 
Y. Aizawa, T. Kurumada, K. Has 
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egawa,H.. Horikoshi, J.Med- C 
hem. , 3 2, 4 2 1 (1 9 8 9) «CtSoT»Sft Ufc 
6 _ r -fe h 3->- 2 - [ (4-7S/7*/^» 
/U] -2, 5, 7, 8-7^ h7^f/^ P^>-«rWV\ 

[0 4 19] NMR (DM SO- dr.) 6 p p m : 1 . 
33 (s, 3H) , 1- 8-2.. 1 (m, 1 7 H) , 
2. 3 0 (s, 3H) , 2.. 62 (t, 2H, J «6. 
60Hz), 2. 82 (dd, 1H, J —.9- 57H 
Zt J-16. 49Hz), 3. 12 (dd, 1H, J 
= 3. 96Hz, .1 = 1 6 4 9Hz) , 3. 9 7 

(q, 2H) , 4. 31 (dd, 111, J=3. 06H 
z, J-9. 57Hz) , 6.. 92 (d, 2H, J- 
8. 90Hz), 7.. 45 (d, 2H, J = 9 . 24H 
z) , 9.. 97 (s, 1H) , 11- 69 (b r s, 1 
H) o 

10 4 2 0] 2 7 

5 _ ( N _ (4 - [(6_t:KnJrv'-2, 5, 7, 8 
-f h7^f^^ p " 7 ^-2-^ /L ') h*vO ~7 ^ — 
M jjtvs^A ?\<>*^^\ - 2-^yyDt B yf'>t K 

$Mi]1. 2 6T«I^5- FN- f4- ( (6-T-fe 
h^v--2 t 5, 7, 8— 7=" h^/^U^n^r^-2- 
sf /U ) h^V] i/^-AO ^yu^-Hr^^^) -2 

— r yycrt'Ufyt K7'/yf7-/ y 4 

o. fig^^^/^iomicf^u i N^mit-r 

MtVX, JblE.Bttfb***0. 4 9g#f: 0 
[04 2 1 ] NMR (DMSO-dJ 5 p p m : 1 . 
2 9 (s, 3H), 1 • 8-2-. 1 (m, 1 7 H) , 
2. 5 6 (t, 2H> , 2. 8 2 (dd, 1 H, J = 

5 7Hz, J = 1 6. 4 9H z) , 3. 1 2 (d 
1H, J = 3, 63Hz, J-16. 49Hz), 
92 (q, 2H) , 4. 31 (dd, 1 H, J = 

6 3Hz, J = 9. 5 7Hz), 6- 9 1 (d, 2 
J=9. 24Hz) , 7. 45 (d, 2H, J = 
91Hz) , 9- 96 (s, 1H) , 11. 70 

(brs, 1 H) o 

[ 0 4 2 2] Htt091 2 8 

2-^y7 P PK , yr>tK7//-5- CN- (3 - 

4 -7 $ ;$,|f ix^xxr/K^R^^ C> 3- 

[04 2 3] NMR (DM SO- do) 5 p p m : 1 - 
94, 1- 95 (s, s, 6H), 2. 92 (dd, 1 



9. 
d, 
3. 
3. 
H, 
8. 
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H, j = 9 .. 2 3 H z , 16- 8 3 H z ) , 3. 18 
(dd, 1H, J=3.. 96Hz, 16- 83Hz), 
4. 34 (dd, 1H, J=3. 96Hz, 9. 23H 
2 ) , 7.. 4 1 (d, III, J = 7. 59Hz) , 7. 
56 (t, 1H, j = 7. 92Hz) ,7-72 <d, 
1H, J-8. 25Hz) , 8.. 07 (s, 1 H) , 1 
0 . 4 7 ( s , 1H) , 11. 7 2 ( b r s , 1 H) „ 
[04 24] mMffl 1 2 9 

[N- (4-7* 

4 - 7 ; gfif /^^r^wttfc' 1 !)!-, 4 — * 

h ^->_ 2-* V-fisT- 9 SISSM 9 £ HfiM- 

[04 2 5] NMR (DM SO- d «) 5 p pm : 1 - 
94 (s, 6H), 2. 15 (s, 3H), 2. 81 
(dd, 1H, J,gem=l6. 16 Hz, J -9. 5 
7 Hz.) ( 3. 15 (dd, HI, J=3. 96H 
z), 3. 72 (s, 3H) ,4.30 (d d, 1 
H) , 6. 7 0-7. 2 0 (m, 3H, Vai^W , 
9. 3 8 (b r s, 1 H) , 11. 6 8 (b r s, 1 
H) o 

[04 2 6] HffiW 130 

5- (N- (4-7/W7hP- 2-^ b^V*/^^/^ 
4 _7- 5 / SfifSxf/H^f^Oftfo-!? iw, 2-T 

[0 4 2 7] NMR (DM SO- d 6 ) 6 p pm : 1 . 

93 (s,. 3H) ,1.94 (5, 3-H) , 2. 95 
(dd, 1H, Jgem=16. 5.0Hz, J = 9. 2 

4Hz), 3. 18 (dd, 1H, J = 3. 96H 
z) , 3. 8 4 (s, 3H) t 4, 31 (dd, 1 
H) , 7. 4 5- 7. 9 8 (m, 3 H, 7*=/^) , 1 
0. 39 (brs, 1H), 11. 70 (brs, 1 
H) 0 

[04 28] UttS'W 1 3 1 

5- [ N - (2-^/^^r^>-4--7/l'^c 7x- AO 

y ^7 / y v^- 4 

3 0-C»iSLfc5- [N- (4-7^n-2 

-2-^ y^n f y^vt: K7//f r/y ^-4 - 

[0 4 2 9] NMR (DM SO - d o) 5ppm: 1. 

94 (s f 3H) , 1. 95 (s, 3 H) , 3- 01 
(dd, 1H, Jgem=16. 83Hz, J = 8. 9 

0Hz) , 3. 20 (dd, 1H, J = 3. 96H 
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z) , 4. 32 (dd, 1H) , 7_ 44-8.. 34 
Cm, 3H, y^-/^) , 10- 9 1 (brs, 1 
H) , 11. 6 0 (brs, 1 H) o 

[0 4 3 0] %mmi 3 2 

5- [N — 2 h^^^/1^7 

t K7//f7/y^y-4-t> 

[04 3 1 ] NMR (DMSO-d.O 6 p p m r. 1 . 
94 (s, 3H) ,1. 95 U, 3H) , 2. 86 
(dd, 111, ]gem=l6. 82Hz, J = 9 .. 2 
411 t:) , 3. 14 (dd, 1 H, J = 3. 63H 
z) r 3. 7 9 (s, 3H) , 4. 2 8 (d d, 1 
H) , 7. 0 8- 7.. 5 7 (m, 3H, 7i-^) » 1 
0. 21 (brs, 1H), 11. 68 (brs, 1 
H) o 

[0432] mi&m 1 3 3 

20 5- CN- (2-^7/l-^^i/- 3 -^Ao^^-AO 

./ ^-T :/ y v 5 v- 4 - 7i->- 

3 2-eK»Lfc5- [N- (3-7^*o-2 

-2-^y/Dt p Ur>t K7//f7/Uv ? >-4- 

[0 4 3 3] NMR (DM SO- d <>) 6 p p m : 1 - 
94 (2s, 6H), 2. 8 8 (dd, 1H, Jgem 
30 = 1 6 . 5 0Hz, J = 9, 57Hz), 3. 17 (d 
d, lH r J =3- 6 3Hz) , 4.. 2 9 (dd, 1 
H) , 7. 0 4-7. 5 9 On, 3 H, ^^yU) , 1 
0. 26 (brs, 1H), 11- 75 (brs, 1 
H) o 

[0434] mmm 134 

■2 - >f y^n fy f > t K7 ✓ / - 5 - (N- (2-^ 
;^A0 ?-T'S9 4 

4 -T ^ y^S^&^^Aoc^A^ftib 2-T 
40 ^ / - 4 - ^ ^A-gc ^/toL^7^i-£r3H\ 
CT9 i LTiE 1 ttfb^ftSr^fco 

[0 4 3 5] NMR (DM SO - do) 5 p pm : 1 - 
93 (s, 3H) ,1.95 (s, 3H) , 2. 35 
(s, 3H) , 3. 01 (dd, 1H, Jgem=l 
6. 5 0Hz, J = 8. 9 1Hz), 3. 20 (dd, 
1H, J = 3- 96Hz) , 3. 84 (s, 3H), 
4. 3 1 (dd, 1 H) , 7. 0 2-8. 0 4 (m, 3 
H, -f^—tV} 0 
[04 36] 135 N 

50 5- (N- (2-*/^3S^->-5-^^7ai = /i') ft 
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y - 5 - [n- (2 -y h^i^A*^^- 5 7*A 
^^-/U) #/i^<-=e-f /uy^-AO f7/y^-4-^ 

10 4 3 7] NMR {DM SO- do) 5 p p m : 1. 
94 (s, 3H), 1. 95 (s f 3H) , 2. 35 

(s, 3H) , 3. 0 5 (d d, Jgem=16, 5 O 10 
Hz, J = 8. 58Hz) , 3- 2 0 (m, 1 H) , 
4. 32 (d d, 1H, J = 3. 96Hz), 6. 97 
- 8- 2 8 (m, 3H f :7o^A) , 11. 18 (br 
s, 1H), 11- 73(brs, 1H), 13. 42 

(b r s, 1 H) o 

[0438] m$m 1 3 6 

2 ->< y^ft2 try^t K^^y- 5- Cn- [3-y 
h^>;fr/i^~A- 5 - (|>y7;v^D^f^) ^ — 
AO #A^-f A-> ^A] v^- 4 -^"^ 

* y _ 5 _ ( y zr-fr-st-v y ^A) ^vi^;* 
fc. 

[0 4 3 9] NM'R (D'MSO-d*) 6 p pm : 1. 
94 (s, 3H) , 1. 95 (s t 3H) , 2. 96 

(dd, 1H, jgem=16. 82Hz, J=8.. 9 
lllz), 3. 19 (dd, 1 H, J = 3. 96H 
z) , 3. 91 (s, 3H) , 4. 35 (dd, 1 
H) , 7. 8 7 ( b r s , 1 H) , 8 . 26 (brs, 
1 H) , 8 . 42 (brs, 1H), 10. 7 1 ( b r 30 
s, 1H), 11. 7 2 (brs, 1 H) 0 

[044 0] 1 3 7 

5 _*[ N _ (3-#Atf^v'-5- (h!/7;^o/f 
jv) ^-/lO ^ A^^r-f Ay ^-A] 
y^^lr K7//f7^/yy>'-4-^ 

/ - 5 - [N — [3-^ H^i^A-^A-S- h^7 
Aofayt^AO "7^^ A) #/W<^</l'^/lO ^*T^ 

y ^y- 4 - t^^MM^: t-Cfflv\ 3SK50yi4£ 

[04 4 1] NMR (DMSO-de) 6 p pxn : 1 , 
94 (s, 3H) , 1. 95 (s, 3H) ,2.96 

(dd, 1H, Jgem=16. 49Hz, J = 8. 9 
1Hz), 3. 20 (dd, 1H, J = 3. 96H 
z), 4. 35 (dd, 1H), 7. 85 (brs, 1 
H), 8. 2 6 (brs, 1H) , 8- 37 (brs, 
1 H) , 10. 68 (brs, 1H), U. 76 (b 
r s, 1 H) o 

[0442] HJ6W 1 3 8 

2-^y/nt'!)7VkK7^/-5- [N— [4- 50 



4$W^1 0-167965 

84 

( V V y/Xsjfrv y ^j^) :7zt~A0 # A^^e^ a> ^ 

a) t7/y^-4-tv 

( h y 7ju*-u 7=yy*l^\ HJ&#J9£FI 

LT ±15 g Wffc-frtt Sr»fc„ 

[04 4 3] NMR (DM SO - d ,0 6 p p m : 1 - 
93 (s, 311) , 1- 9 5 (s, 311) ,2.93 

(dd, 1H, Jgem=16. 50Hz, J =9.. 2 
4Hz), 3- 20 (dd, 1H, j=3. 9 6H 
z) , 4. 35 (dd, 1 H) , 7. 6 6-7. 7 9 

(m, 4H, 7 * :=■-*') , 10. 49 (brs, 1 
H) , .11 7 1 (brs, 1 H) 0 

[04 4 4] -$m$A 1 3 9 

2^y/Di^!J7Vt K5 v /y-5- Cn— (4-y 
A/^A] t7/y*/y-4-^v 

^ / - 5 h=*r->^.&#®^ ^-A^;*-7vu£ffli,\ S 
j&^i 9 £ mmiz. LTJLE S to<fr&*£r«*:o 

[0 4 4 5] NMR {DMSO-— d«) 5 p pm : 1 . 
9 3 (s, 3H) , 1, 9 4 (s, 3 H) , 2.. 9 1 

(dd, 1H, 50Hz, J = 9\ 24H 

z), 3. 16 (dd, 1H, J = 16. 50 Hz, J 
= 3 . 63Hz) , 3 . 7 8 ( & , 3H). , 3 . 8 3 

( s , 3 H) , 4 .. 3 0 (dd t 1 H, J = 9- 2 4 H 
z, J -3. 6 3Hz), 7. 17-7. 8.4 (m, 3 
H, ^^AO , 10. 24 .(brs, 1 H) , 11. 
7 0 (brs, 1 H) o 

[04 4 6] mmm i 4 0 

5- {N— (2-yjA>K^v'- 4 h^v^^-A) 
^A/^E-^Ay 5vi0 - 2-^^ y-r^-t 
;t7/U 4 — 

%2fe0«i 3 9"eK»Ufc2--f y^a try^e K5:/ 

y - 5 - [N- (4-^ h h^v^Atf^ 
A^^-yu) f7/!l'y>-4- 

I 0 4 4 7 ] NMR (DM S O- d .0 6 p p m : 1 . 
9 3 (s, 3 H) , 1. 9 4 (s, 3 H) , 2. 9 6 

(dd, 1 H , J = 1 b . 50Hz, J = 9 . 2 4 H 
z) , 3. 17 (dd, 1 H, J = 16. 50Hz, J 
= 3: 63Hz) , 3. 77 (s, 3 H) , 4. 3 1 

(dd, 1H, J=9. 24Hz, J = 3. 63H 
z) , 7. 17-8. 21 (m, 3H, :7^~A) , 1 
0. 76 (brs, 1H), 11. 72 (brs, 1 
H) , 13. 6 0 (brs, 1 H) 0 

[0 4 4 8] 3&Si*9t 

■Htt* ( i ) <oqv&m<r>t ^7- KKJC&Sf^fflttttT 
[0 44 9] J s /f^t7MI — ^^o. 2Myy 
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m-T Aftffiffi ( p H 7 4 ) Ctil-Ph 1 0 m g 

/ml, l00mM(O»«i:ft5J:5l-«*U 3 7°C 

SDS-PAGESrfflV\ ««»tt*mto&. 

tt«* o. 2%^-^— >- yyyxyh y^-R- 

[0 4 5 0] tltK<b*W-(i^>^^^— ^ 9> *^* S * D 
jftSrW^t, lC«oit*»fc. -tUT, ^J^r-fa 10 

10 4 5 1] ««fli**««T^ii^ 

[0 4 5 2] 1- 5- (4--Ov ? /^^">- f< > / ^) 

try -rvi: K^yy ^Vy 4 

3 5 2 - ^ y^o -t-y f > t k? / / 

y t K7 >v >f s *v y V s >' 4 ^-v 

5. 5- [4 - (2, 6 — v?^ n/U^ysMo^vr) ^ 
6 5 _ [4 _ (4 - ^ o/i^^lz/L^^rv/) 'Ov' 

- 2 - yy*^ t o !ifVt K^yy-r ^ ^/y ^y 
- 4 -^v 

8. 5- - 2-^y^n^ 

y-r^t: K^/y-3- (4-/ h^^-o^/p) 
^/yi^y-4-ty 

10. 2--f y7 P x3fc'Iiryt (4 -y ^ 

11. 2-^y7 p c try^t K7/y- 5- U-y^ 

12. 5- (4 — <>v?/U^-= a r>-<>'v ? /V') -2->fyy 

p^y^vt K7/yf7 A /yyy-4-^y 

13. 5-^^^^-2-^fy^ t-y^>e k 

14. 2-^y7 > Dt'y7ytK7/y-5- (N-^n 

15. 5- [N- (4 j>^-y^/U^l/7x^ /U) * 

}V/<=t4 ywy^vkl -2-^y^nk fl yfyt K7/y so 



30 



ftBBspi 0- 1 6 7 9 6 5 
86 

16. 5- [N— (4-^7^^^^^^. — ^) J^'^-* 

-2--Y t*y^>fc h' 7 *S / *T V 

V>>- 4 

17. 2 — < y^n fy K7/y " 5 - [N- (2 
-^y-l, 2, 3, 4-rh7l:FP^yy-3 

18. 5- (N- cr^^r^>/^^^^ < ^-^^> ~ 

y^u t*yfyt K7 1 //f7^!l^>-4-* 

^ -2--fy^o^y t-'^ t K7 y y y y ^ 
^-2->fy/pf!J7yi: K7^/yf7'/y^y- 

4 -^"V 

2i.. 2-/fy^nfy7yt jf7//-3-7i^f 
7/y^y- 4 -a-y 

22.. 2 f y y d y fy t K7 y y " 4 - 7 x r-/Uf 

7 S /-^ 

23. 2T-^y7 p peyryt K7i//-4-yf^f7 

y— /u 

24- 4- (.4 — ^oyk-7 3iJ=. /U) -2--fy^t°y^ 
25. 2-^yya try ^y fc: K^vV - 4 - {4-^^c 
20. 4- (3, 4-yt Kd^t^x'/U) -2-Yy 

/Phfii/yt K7'>vfry-/^ 

27. 4- [4- (4 -y n/w<y vvi^^-y) 

>i0 -2 — fy^fyrytK^vyf/y^ 

28. 2-^y7 p ne*y7 f yt Kryy-4, 5, 6, i 

-rh7t Kn^.y 4 /f7/-^ 

29- § frit**/* ^/U- 1, 4, 5, 7-7^ h 

^riftryyo (4. 3. o] yty-5-xy-3, 

8 - v^y 

30. 5- (N-^yy^^/^^'l'^^f^) — 2— >f 

yzfu try^y t K7 % /yf7/y s*y- 4 -yi-y 

31. 5- (N-^T yy» t°;P^yP/<^e^/^y ^vu) -2 

-^yynt-yfyt Kr/yf7yy^-4-^y 

32. 2-^y/at 4 y7 r yt K7/y-5- (N-y m 
^/u^/w^-f/uy^) f7/yv?>-4-ty 

33. 2-^y^Pf yr>t (4-— h 

a^<>i^/u) ^;//yyy-4-ty 

34. 5- (4- (4-^n^7j-^f*) s<>i/fr~) 

-2->ryy p n tfy^ve Ky ✓y f7/y -yy-4 - 
?j-y 

35. 5- [4— (c/^ p^-^f-y^^ f /^^y) 'Oi? 
7l /i -2— <y^t 4 y7yt K^yy-f^/y^y 
- 4 -^-y 

36. 2->fy^pfyfytK7//-5- [4- (2 
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37. s- (4-^y^M>'» -2-^yyot , y 

38. 2-^y/pt e yf>t K7//-5- [4- (2 

39" 5- [4- (4-^;l^y^;U7^) 

-4 -Hr> 

41. 5- (5-tFo^-3-^^K J J^^) - 

2 r t^y-r^t 4 - 

42 5- (3, ^-^tf'" 3 ^^^) ~ 2 — fy 
/p t° y f vt VJ 4 - #>• 

43, 2 - Y y^P !J x V fc K ,J 7 h^># 

A-y ^/u-f ^ y 4 -2f->- 

44 5_><v^>w^=^i/*/W7p^/U>^^-2--f 

45. K 

^yy 4 s*vy e^v-4 

46. 2-^y7'pKyT>K.K7-//-f>- CN--7^ 

47. 5- W -ft friS^'s 4 fr*^**') 

_2-^y^n e-y^yt K7;//f ; 7:/yv'y-4- 

48. 2 — f yyofc-yfyt K7/;-5- C4- (3 

49. 5- [N- (3, 4 -y7/^D7x^/l/) #Jl"< 
4 - 2-4 V-fv tlr^t Y^VJf-T 

50. 5- CN- (4 -'O v/U^^iy^^ — >*0 j3iV*< 
*4^*^M - 2-^fyynf!)f>'tK7y;f7 

yy i/^-4-*> 

51. 5- (N— (4-^ d/uym^/U) jj/l"< s £4/i'f 

<?M -2-4 t°yx>e Kx/y^T^y ^ 

— 4 

52. 2 -^r y^n t°y K^yv-5- cn- (4 

^-4-^-y 

53. 2->fy7 P Dt e !ifyfcK7//-5- CN — (4 

- 4 

54. 5- CN- (2-*^*^*>-4-y^7in = 
yu) /j^^^'y^^) - 2-Yy^5fyt H 

55. 2-^yyDfi)f>fc K7//-5- CN- (4 
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v?>- 4 

56. 5- CN- (4-7'nA7x^) ft;l"<^4t\'* 

2 {y/pt'yfvtK7yyf7yy^ 

-4 

57. 2-4 y^o b*y-r>-t: Ky^/y-5- [N - 
(3 t 4, 5 — h y ^ n./U"7 -r =./V) iltV/^4 fV * ff" 

)\A f7-/!/^y-4-*y 
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